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Dear John:

The Chemical Specialties Manufacturers Association (CSMA) on behalf of the Fabric
Softener Quats Steering Committee (QSC) is responding to the ITC's February 22,

1993, letter requesting additional information on Imidazolium Quaternary Ammonium
Compounds (IQAC) and Ethoxylated Quaternary Ammonium Compounds (EQAC). The QSC
participants are, Croda, Inc., Stepan Company, and Witco Corporation.

Enclosed you will find five (5) copies of a July 29, 1993 compilation of additioral
information and responses in regard to data submissions from FSQ Steering Committee
members filed in response to the 22nd Report of the TSCA Interagency Testing
Committee. .

Information contained in these studies should not be reviewed, abstracted, or used
by persons other than EPA without the expressed written consent of the Fabric
Softener Quats Joint Venture/Chemical Specialties Manufacturers Association except
as required to carry out the requirements of TSCA.

If you have questions, please contact Jim T. Hill, Ph.D., Director, Product T
Ingredignt Review Program, CSMA, at 202-872-8110.
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Ethoxylated and Imidazolium Quaternary Ammonium Compounds:

to Dr.

1993 from Dr. John D. Walker,
Executive Director, TSCA Interagency Testing Committee,

Additional Information and Responses to letter dated
FeWruary 22,
Jim T. Hill, Director PIR Program - CSMA in regard to
Data Submissions from QUATS Steering Committee Members
Filed in Response to the 22nd Report of the
TSCA Interagency Testing Committee

An Expert Report Prepared for:
Fabric Softener QUATS Steering Committee

c/o CSMA PIR Program

Report Prepared by:

John A. Todhunter,
Fellow,

Ph.D. h
American Institute of Chemists
Diplomate,

American Board of Toxicology

: Date:

July 29, 1993
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TEXT OF RESPONSES TO QUESTIONS IN INTERAGENCY TESTING
COMMITTEE LETTER OF FEBRUARY 22, 1993

In Regard to the Studies Cited in a January 17, 1984 Cover Letter
from Howard Hickman, Sherex Chemical Co. -

IQAC (CAS No. 68122-86-1):

1. Two acute oral toxicity studies in rats were noted in the
cover letter, but only one study of this type was found
by ITC and it was for CAS No. 68413-04-7, a PEQ analog.

Additional copies of the acute oral toxicity studies on CAS
No. 68122-86+¥1 are provided along with this response [See Attach-
ments 1 & 2].

2. One eye irritation study in rabbits was listed in the cover
letter; two studies of this type were found but were for
PEQ analogs CAS No. 68413-04-7 and CAS No. 68389-89-9.

The eye irritation studies (additional copies provided as
Attachments 2 & 3) contain information specific to IQAC 68122-86-
1 at pages 2 and 29 of Attachment 2 and the full text of
Attachment 3. Other QUATS are noted as well in these studies.

3. One skin irritation study in rabbits was listed in the
cover letter; two studies of this type were submitted,
but were for PEQ analogs CAS NO. 68413-04-7 and
CAS No. 68389-89-9.

The skin irritation studies (additional copies provided as
Attachments 2, 4 & 5) contain information specific to IQAC 68122-
86-1 at page 21 of Attachment 2 and the full text of Attachments
4 & 5. Other QUATS are noted as well in these studies.

4. One dermal sensitization study in Guinea pigs was listed

in the cover letter; two studies of this type were submitted,

but were for PEQ analogs CAS NO. 68413-04-7 and

CAS No. 68389-89-9.

The skin sensitization studies (additional copies provided
as Attachmeént 6) contain information specific to IQAC 68122-86-1.
Other QUATS may be noted as well in these studies.

5. One biodegradation study was listed in the cover letter,
but it is unclear if the submitted study is for IQAC <r
for an analog of IQAC.

The biodegradation study (additional copy provided, Attach-
ment 7) contains information specific to IQAC 68122-86-1.
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PEQ (CAS No. 68410-69-5):

1. One rat acute oral toxicity study was listed in the cover
letter; two studies of this type were submitted, but were
for PEQ analogs CAS No. 68389-89-9 and CAS No. 68413-04-7.

The acute oral toxicity studies (additional copies provided
as Attachments 8, 9, 10, 11 & 12) contain information specific to

PEQ 68410-69-5. Other QUATS may be noted as well 1in these
studies.
2. One eve irritation study in rabbits was listed in the cover

letter: ftwo studies of this type were submitted, but were
for PEQ analogs CAS No. 68389-89-9 and CAS No. 68413-04-7.

The eye irritation studies (additional copies provided as
Attachments 8, 9, 10, 11, 13, & 14) contain information specific
to PEQ 68410-69-5. Other QUATS may be noted as well in these
studies. -

3. One skin irritation study in rabbits was listed in the cover
letter; two studies of this type were submitted, but were
for PEQ analogs CAS No. 68389-89-9 and CAS No. 68413-04-7.

The skin irritation studies (additional copies provided as
Attachments 8, 9, 10, 11, 15, 16 & 17) contain information speci-
fic to PEQ 68410-69-5. Other QUATS may be noted as well in these
studies.

4. One skin sensitization study in rabbits was listed in the
cover letter; one study of this type was submitted, but was
for PEQ analog CAS No. 68389-89-9.

The skin sensitization studies (additional copies provided
as Attachments 18, 19, and 20) contain information specific to
PEQ 68410-69-5. Other QUATS may be noted as well in these
studies.

5. One biodegradation study was listed in the cover letter,
but it is unclear if the submitted study is for PEQ or
an—analog of PEQ.

The biodegradation study (additional copy provided, Attacno-
ment 21) contains information specific to PEQ 68410-69-F.
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In Regard to the Studies Cited in Procter & Gamble 1984a and/or
Procter and Gamble 1988 Cover Letters -

IQAC (CAS No. 68122-86-1):

1. One oral absorption, distribution, and metabolism study in
rats was listed in the cover letter; one study of this type
was submitted for an IQAC analog (structurally different
than IQAC) CAS No. 72623-82-6.

This study is considered by the subnitter to be appropriate
for evaluating the metabolism of CAS No. 68122-86-1 since there
are no significant structural differences between 68122-86-1 (see
Figure 1) afd 72623-82-6 (see Figure 1) which would be expected
to affect the absorption, fate, distribution, and metabolism of
72623-82-6 from oral administration in comparison to 68122-86-1.
The sole difference between 68122-86-1 and 72623-82-6 is that the
former 1is made with soft tallow and the latter is made with
hydrogenated tallow as the source of the fatty amido side chains.

In both cases, intial hydrolysis in the stomach will remove
the fatty amido groups from the (2-fatty amidolethyl group
attached to the No. 1 nitrogen of the imidazolium ring. This will
generate a fatty acid residue which differs between the two
compounds only in the range of the carbon chain 1length. The
imidazolium function itself will remain quaternized and retain
its bulky long chain alkyl moiety at the No. 2 position of the
ring. Clearly, this 1imidazolium residue's absorption will be
dictated by its charge and molecular volume: in the stomach,
absorption will be poor to non-significant due to the cationic
charge. In the intestine it will be charged to a lesser degree
but will be expected to complex with bile salts and be excreted
in the feces. This is exactly what is observed for 72623-82-6 and
there 1is no reasonable scientific basis to conclude that 68122-
86-1 will behave any differently. Indeed, as discussed, there are
ample scientific bases to conclude that 68122-86-1 will exhibit
ADME behavior essentially identical to that of 72623-82-6.

2. One dermal absorption, distribution, and metabolism study in
rats was listed in the cover letter; one study of this type
was submitted for IQAC analog with CAS No. 72623-82-6.

This study is considered by the submitter to be app.opriate
for evaluating the metabolism of CAS No. 68122-86-1 since there
are no significant structural differences between 68122-856-1 (see
Figure 1) and 72623-82-6 (see Figure 1) which would be expectec
to affect the absorption, fate, distribution, and metabolism of
72623-82-6 from dermal application in comparison to 68122-86-1.
The sole difference between 68122-86-1 and 72623-82-6 is cthat the
former 1is made with soft tallow and the latter 1is made with
hydrogenated tallow as the source of the fatty amido side chains.
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In both cases, dermal absorption will be poor due to the
cationic charge and the molecular size. It is well established
that 1ionic substances are poorly absorbed from the skin and,
also, that increasing molecular volume decreases the rate of skin

absorption for hologous compounds. There is no mechanism avail-
able on the skin for destruction of the charged nature of the
imidazolium group and, therefore, no mechanism to overcome this

significant bar to effective dermal uptake of these substances.
Also, at the dermal pH, 1little hvydrolysis of the substances'
fatty amido side chains is expected, thus a large molecular mass
will be retained. To the extent that any of either substance is
absored, it will not require metabolism to be excreted (since it
would already carry a charge) and - due to the fatty and charged
nature of these compounds, biliary excretion can be predicted to
predominate fall other modes of excretion. This is exactly what
is observed for 72623-82-6 and there is no reasonable scientific
basis to conclude that 68122-86-1 will behave any differently.
Indeed, as discussed, there are ample scientific bases to con-
clude that 68122-86~-1 will exhibit ADME behavior essentially
identical to that of 72623-82-6.

3. One mouse lymphoma study was listed in the cover letter;
one study of this type was submitted for IQAC analog
CAS No. 72623-82-6.

This study is considered by the submitter to be appropriate
for evaluating the mutagenicity of CAS No. 68122-86-1 since there
are no significant structural differences between 68122-86-1 (see
Figure 1) and 72623-82-6 (see Figure 1) which would be expected
to affect the mutagenic potential of 72623-82-6 in comparison to
68122-86-1. The sole difference between 68122-86-1 and 72623-82-6
is that the former is made with soft tallow and the latter is
made with hydrogenated tallow as the source of the fatty amido
side chains.

As can be seen from Figure 1, the only reactive center of
any significance in these two compounds is the fatty amido group.
This could, conceivably, provide an electrophilic center for
attack by a suitable nucleophile with resulting transfer of the
fatty acyl group. At intracellular pH's this will require a
powerful nucleophile and such reactions, when they occur, are
known to occur preferentially to a thiol acceptor (forming a
thioester). Due to the charged nature of the imidazolium group,
binding to the microsomal membranes and service there as 3 sub-
strate for microsomal oxidases will not be favored and, thus, ths
only viable mechanism for either substance to react with the
genetic material is via the acyl transfer just mentioned aud
which for both compounds would involve essentially the same acyl
transfer. Therefore, a gene toxicity test of either one of these
substances will be valid as a predictor for the gene tcuicity
potential of the other.
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4. One in vivo cytogenetics study in rats was listed in
the cover letter; one study of this type was submitted for
IQAC analog CAS No. 72623-82-6.

This study is considered by the submitter to be appropriate
for evaluating the clastogenic potential of CAS No. 68122-86-1
since there are no significant structural differences between
68122-86-1 (see Figure 1) and 72623-82-6 (see Figure 1) which
would be expected to affect the clastogenic potential of 72623-
82-6 in comparison to 68122-86-1. The sole difference between
68122-86-1 and 72623-82-6 is that the former is made with soft
tallow and the latter is made with hydrogenated tallow as the
source of the fatty amido side chains.

Clastogdnic effects may occur by direct gene toxicity due to
reaction of the clastogen with the genetic material (leading to
damage of a sort requiring recombination repair or replacement of
large sections of material) or by interference with chromatid
separation during mitosis.

The former mechanism would require a reactive center on the
compound of interest (either pre-existing or formed by action of
the microsomal oxidase system). As can be seen from Figure 1, the
only reactive center of any significance in these two compounds
is the fatty amido group. This could, conceivably, provide an
electrophilic center for attack by a suitable nucleophile with
resulting transfer of the fatty acyl group. At intracellular pH's
this will require a powerful nucleophile and such reactions, when
they occur, are known to occur preferentially to a thiol acceptor
(forming a thicester). Due to the charged nature of the imida-
zolium group, binding to the microsomal membranes and service
there as a substrate for microsomal oxidases will not be favored
and, thus, the only viable mechanism for either substance to
react with the genetic material is via the acyl transfer just
mentioned and which for both compounds would involve essentially
the same acyl transfer. Therefore, a clastogenicity test of
either one of these substances will be valid as.a predictor for
the clastogenic potential of the other, if they work by a mechan-
ism involving reaction with genetic material. - v

The latter mechanism would require interference with
cvtoskeletal functions, which could - conceivably - be produced
by membrane active substances. These would, however, be physical-
chemical effects involving membrane solubility which, for both
68122-86-1 and 72632-82-6 will be the same based on th2? near
identicality of physical-chemical properties affecting lipid an?
water solubility. Therefore, a clastogenicity test of either one
of these substances will be valid as a predictor for the clasto-
genic potential of the other, if they work by a mechanism invol-
ving interference with cytoskeletal function.
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5. One teratology study in rats was listed in the cover
letter; one study of this type was submitted for IQAC
analog CAS No. 72623-82-6.

This . study is considered by the submitter to be appropriate
for evaluating the ability of CAS No. 68122-86-1 to induce
developmental and teratogenic effects since there are no signifi-
cant structural differences between 68122-86-1 (see Figure 1) and
72623-82-6 (see Figure 1) which would be expected to affect the
developmental toxicity / teratogenic potential of 72623-82-6 1in
comparison to 68122-86~1. The sole difference between 68122-86-1
and 72623-82-6 1is that the former is made with soft tallow and
the latter is made with hydrogenated tallow as the source of the
fatty amido side chains.

.

Neither compound (see discussion above for points Nos. 1 and
2) will be absorbed to any significant degree from the oral or
dermal routes or undergo any significant metabolism. Neither
substance will have any gene toxicity potential (see discussion
for point Nos. 3 and 4, above, and No. 6, below). Therefore, if
either substance has any developmental or teratogenic effect it
will be produced by: (a) high dose interference with proper

maternal nutrition which, since it results from a purely
physical-chemical effect on the gastro-intestinal tract, can not
differ from one substance to the other; (b) membrane disruption

or disruption of cell:cell interaction which, since this type of
effect is produced by physico-chemical interaction with cell
membranes, can not vary between the two compounds in question:
or, {c) alterations of pH or electrolyte balance in the micro-
environment of the developing embryo / fetus, either of which,
being physico-chemical effects, would be equally produced by
either substance. - Therefore, teratology studies on 72623-82-6
will be equally predictive for 68122-86-1.

6. One unscheduled DNA synthesis study in human diploid cells
was listed in the cover letter; one study of this type was
submitted for IQAC analog CAS No. 72623-82-6.

This study is considered by the submitter to be appropriate
for evaluating the ability of CAS No. 68122-86-1 to induce
unscheduled synthesis of DNA since there are no significant
structural differences between 68122-86-1 (see Figure 1) and
72623-82-6 (see Figure 1) which would be expected to affect the
general gene damaging potential of 72623-82-6 in comparison to
68122-86-1. The sole difference between 68122-86-1 and 72623-82-¢
is that the former is made with soft tallow and the 1latter is
made with hydrogenated tallow as the source of the fatty amidc
side chains.

Unscheduled DNA synthesis occurs as cells try to repaii: non-
specific damage to the genetic material. This, if it is compound
related, results from reaction between the genetic material and a
reactive center in the compound. The center may be pre-2xXistirg
in the compound or may be formed by the action of the microsomzl
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oxidase system. As can be seen from Figure 1, the only reactive
center of any significance in these two compounds is the fatty
amido group. This could, conceivably, provide an electrophilic
center for attack by a suitable nucleophile with resulting trans-
fer of the fatty acyl group. At intracellular pH's this will

require a powerful nucleophile and such reactions, when they
occur, are Kknown to occur preferentially to a thiol acceptor
(forming a thiocester). Due to the charged nature of the imidazo-

lium group, binding to the microsomal membranes and service there
as a substrate for microsomal oxidases will not be favored and,
thus, the only viable mechanism for either substance to react
with the genetic material is via the acyl transfer just mentioned
and which for both compounds would involve essentially the same
acvl transfer. Therefore, an unscheduled DNA synthesis test of
either one df these substances will be valid as a predictor for
the non-specific genetic damage potential of the either.]

7. One bioconcentration study in blugills was listed in the
cover letter; one study of this type was submitted for IQAC
analog CAS No. 72623-82-6. -~

This study is considered by the submitter to be appropriate
for evaluating the ability of CAS No. 68122-86-1 to bioconcen-
trate since there are no significant structural differences be-
tween 68122-86-1 (see Figure 1) and 72623-82-6 (see Figure 1)
which would be expected to affect the bioconcentration potential
of 72623-82~6 in comparison to 68122-86-1. The sole difference
between 68122-86-1 and 72623-82-6 is that the former is made with
soft tallow and the latter is made with hydrogenated tallow as
the source of the fatty amido side chains.

Bioconcentration is purely dictated by physico-chemical
properties. So long as two substances have essentially identical
physico-chemical properties and they are not metabolized in vivo
to substances with distinct physico-chemical properties, a study
on one will be completely predictive for the other. CAS 68122-86—
1 and CAS 72623-82-6 have essentially identical® octanol-water
partition coefficients, essentially identical water solubilities,
and will be identically metabolized (if they are metabolized at
ally by 1loss of the fatty acyl function via hydrolysis of the
fatty amido group. Therefore, there can not be any difference in
the bioaccumulation potential of 68122-86-1 compared to that of
72632-82-6.

.

CSMA: QUATSREP.FUP Page 9




EEQ (CAS No. 68153-35-5)

1. One acute oral toxicity study in the rat was listed in the
cover letter; a study of this type was submitted for
PEQ analog CAS No. 68389-89-9 and PEQ CAS No. 68410-69-5.

Procter and Gamble did, indeed, submit acute oral toxicity
studies on two PEQ compounds. This was done since:

(a) Procter and Gamble has no acute oral toxicity data of
its own which is specific to EEQ CAS No. 68153-35-5
since EEQ is not manufactured for fabric softener use;

(b) pPrbcter and Gamble wished to provide relevant
information; and,

(c) the PEQ analogs for which data was provided will
accurately predict the acute oral toxicity of
the EEQ.

This is because the structural differences between 68153-35-
5 (see Figure 2) and 68389-89-9 (see Figure 2) or 68410-69-5 (see
Figure 2) would not reasonably be expected to produce a different
acute oral toxicity (in terms of potency or effects) for the PEQ
compounds in comparison to EEQ. After all, EEQ is in reality a
homolog of PEQ in which the average number of ethoxy units in the
polyethoxy chain is less than 1.5. "Pure" EEQ would of course
have only one ethoxy unit in the side chain. Thus, a distinction
between commercial EEQ and PEQ is somewhat artificial in any
case.

As can be seen from Figure 2 all three compounds have a
quaternary center to which are attached two aminoalkyl groups, a
methyl group, and a hydroxy alkyl group (this is a polyoxyethyl-
ene chain with an average number of ethoxyl units greater than
1.5 in the PEQs and with an avegare number of ethoxyl units of

1.5 or less in EEQ). Each structure also has two tallow amide
chains identically attached (to the nitrogen of the aminoalkyl
groups) . These substances will all be charged, bulky species

and, 1like the IQAC compounds, will not absorb well from the
gastro-intestinal tract. The acute oral toxic effects produced
will, thus, be due to any gastrointestinal irritation which 1is
produced. Since this is a physico-chemical property, ard since
these compounds have similar physico-chemical properties, these
substances will all have similar, 1low, acute oral toxicity and
the toxicity of one is predictive of the others.
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2. One acute dermal toxicity study in rabbits was listed in the
cover letter; a study of this type was submitted for
PEQ analog CAS No. 68389-89-9 and PEQ CAS No. 68410-69-5.

Procter and Gamble did, indeed, submit acute dermal toxicity
studies on two PEQ compounds. This was done since:

(a) Procter and Gamble has no acute oral toxicity data of
its own which is specific to EEQ CAS No. 68153-35-5
since EEQ 1is not manufactured for fabric softener use:;

(b) Procter and Gamble wished to provide relevant
information; and,

(c) thd PEQ analogs for which data was provided will
accurately predict the acute dermal toxicity of
the EEQ.

This is because the structural differences between 68153-35-
5 (see Figure 2) and 68389-89-9 (see Figure 2) or 68410-69-5 (see
Figure 2) would not reasonably be expected to produce a different
acute dermal toxicity (in terms of potency or effects) for the
PEQ compounds in comparison to EEQ. After all, EEQ is in reality
a homolog of PEQ in which the average number of ethoxy units in
the polyethoxy chain is less than 1.5. "Pure" EEQ would of course
have only one ethoxy unit in the side chain. Thus, a distinction
between commercial EEQ and PEQ is somewhat artificial in any
case.

As can be seen from Figure 2 all three compounds have a
quaternary center to which are attached two aminoalkyl groups, a
methyl group, and a hydroxy alkyl group (this is a polyoxyethyl-
ene chain with an average number of ethoxyl units greater than
1.5 1in the PEQs and with an avegare number of ethoxyl units of

1.5 or 1less in EEQ). Each structure also has two tallow amide
chains identically attached (to the nitrogen of the aminoalkyl
groups) . These substances will all be charged; bulky species

and, like the IQAC compounds, will not absorb well from the skin.
The acute dermal toxic effects produced will, thus, be 1imited to
local effects of irritation. Since this is a physico-chemical
property, and since these compounds have similar physico-chemical
properties, these substances will all have similar, low, acute
dermal toxicity and the toxicity of one is predictive of the
others.
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3. One eve irritation study in rabbits was listed in the
cover letter; a study of this type was submitted for
PEQ analog CAS No. 68389-89-9 and PEQ CAS No. 68410-69-5.

Procter and Gamble did indeed submit eve irritation studies
on two PEQ compounds. This was done since:

(a) Procter and Gamble has no eye irritation data of
its own which is specific to EEQ CAS No. 68153-35-5
since EEQ is not manufactured for fabric softener use:

(b) Procter and Gamble wished to provide relevant
in%prmation; and,

(c) the PEQ analogs for which data was provided will
accurately predict the eye irritation potential of
the EEQ.

This is because the structural differences between 68153-35-
5 (see Figure 2) and 68389-89-9 (see Figure 2) or 68410-69-5 (see
Figure 2) would not reasonably be expected to produce a different
eye irritation potential (in terms of potency or effects) for the
PEQ compounds in comparison to EEQ. After all, EEQ is in reality
a homolog of PEQ in which the average number of ethoxy units 1in
the polyethoxy chain is less than 1.5. "Pure" EEQ would of course
have only one ethoxy unit in the side chain. Thus, a distinction
between commercial EEQ and PEQ is somewhat artificial in any
case. Since these compounds produce eye irritation by a physico-
chemical effect, and since these compounds have similar physico-
chemical properties, these substances will all have similar eye
irritation potential and a study of one is predictive of the
others.

4. One skin irritation study in rabbits was listed in the
cover letter; a study of this type was submitted for
PEQ analog CAS No. 68389-89-9 and PEQ CAS No.”684LQ—69—5.
Procter and Gamble did indeed provide skin irritation
studies on two PEQ compounds. This was done since:

(a) Procter and Gamble has no skin irritation data of
its own which is specific to EEQ CAS No. 68153-25-5
since EEQ is not manufactured for fabric softener use;

(b) Procter and Gamble wished to provide relevant
information:; and,

(c) the PEQ analogs for which data was provided will
accurately predict the skin irritation potential of
the EEQ.
This is because the structural differences between 661353-35-
5 (see Figure 2) and 68389-89-9 (see Figure 2) or 68410-69-5 (see
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Figure 2) would not reasonably be expected to produce a different
skin irritation potential (in terms of potency or effects) for the
PEQ compounds in comparison to EEQ. After all, EEQ is in reality
a homolog of PEQ in which the average number of ethoxy units in
the polyethoxy chain is less than 1.5. "Pure" EEQ would of course
have only one ethoxy unit in the side chain. Thus, a distinction
between commercial EEQ and PEQ is somewhat artificial in any
Case. Since these compounds produce eye irritation by a physico-
chemical effect, and since these compounds have similar physico-
chemical properties, these substances will all have similar eye
irritation potential and a study of one is predictive of the
others. )

5. One subdhronic toxicity study (route not specified) was
listed in the cover letter: a dermal toxicity study was
submitted for PEQ analog CAS No. 68389-89-9 and PEQ
CAS No. 68410-69-5.

Procter and Gamble did, indeed, submit subchronic dermal
toxicity studies on two PEQ compounds. This was done Since:

(a} Procter and Gamble has no subchronic oral toxicity
data of its own which is specific to EEQ CAS No.
68153-35-5 since EEQ is not manufactured for fabric
softener use;

(b) Procter and Gamble wished to provide relevant
information; and,

(c) the PEQ analogs for which data was provided will
accurately predict the subchronic dermal toxicity of
the EEQ.

This is because the structural differences between 68153-35-
5 (see Figure 2) and 68389-89-9 (see Figure 2) or 68410-69-5 (see
Figure 2) would not reasonably be expected to produce a different
acute dermal toxicity (in terms of potency or effects) for the
PEQ compounds in comparison to EEQ. After all, EEQ is in reality
a homolog of PEQ in which the average number of ethoxy units in
the polyethoxy chain is less than 1.5. "Pure" EEQ would of course
have only one ethoxy unit in the side chain. Thus, a distinction
between commercial EEQ and PEQ is somewhat artificial 1in any
case.

As “can be seen from Figure 2 all three compounds tave a
quaternary center to which are attached two aminoalkyl groups, a
methyl group, and a hydroxy alkyl group (this is a polyoxyethyl-
ene chain with an average number of ethoxyl units greate, than
1.5 1in the PEQs and with an avegare number of ethoxyl unite of

1.5 or 1less in EEQ). Each structure also has two talley amide
chains 1identically attached (to the nitrogen of the aminoalkyl
groups) . These substances will all be charged, bulky speciers

and, like the IQAC compounds, will not absorb well from the skir
Oor the gastrointestional tract. Accordingly, the dermal sub-
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chronic toxic effects produced will be limited to local irrita-
tion (chemical dermatitis) and the subchronic oral effects wil be
limited to effects on the gastrointestinal mucosa. Since both
sorts of effects are driven by the physico-chemical pProperties of
a ’‘substance, and since these compounds have similar physico-
chemical properties, these substances will all have similar, low,
subchronic (dermal or oral) toxicity potential and a study of one
will be predictive of the others.

6. One Ames Salmonella/microsome bPlate test was listed in the
cover letter; a study of this type was submitted for PEQ
analog CAS No. 68389-89-9.

This sty is considered by the submitter to -be appropriate
for evaluating the mutagenic potential of CAS No. 68153-35-5
since the structural differences between 68153-35-5 (see Figure
2) and 68389-89-9 (see Figure 2) would not be expected give
68389-89-9 any different mutagenic potential than 68153-35-5,
making an Ames test of the PEQ analog an excellent index of
mutagenic potential of PEQs in general and of the homologous EEQ
as well. After all, EEQ is in reality a homolog of PEQ in which
the average number of ethoxy units in: the polyethoxy chain 1is
less than 1.5. "Pure" EEQ would of course have only one ethoxy
unit in the side chain. Thus, a distinction between commercial
EEQ and PEQ is somewhat artificial in any case.

As can be seen from Figure 2, the only reactive center of
any significance in these two compounds is the fatty amido group
and this is essentially identical in both compounds. This could,
conceivably, provide an electrophilic center for attack by a
suitable nucleophile with resulting transfer of the fatty acyl
group. At intracellular pH's this will require a powerful nucleo-
phile and such reactions, when they occur, are known to occur
preferentially to a thiol acceptor (forming a thiocester). Due to
the charged nature of the ammonium group, binding to the micro-
somal membranes and service there as a substrate for microsomal
oxidases will not be favored and, thus, the only viable mechanism
for either substance to react with the genetic material is via
the acyl transfer just mentioned, which for both compounds would
involve essentially the same acyl transfer. Therefore, a gene
toxicity test of either one of these substances will be valid as
a predictor for the gene toxicity potential of the other.

7. One- mouse lymphoma study was listed in the cover letter;
a study of this type was submitted for PEQ analog
CAS No. 68389-89-9.

This study is considered by the submitter to be appropriate
for evaluating the mutagenic potential of CAS No. 68153-35-5
since the structural differences between 68153-35-5 (see Figure
2) and 68389-89-9 (see Figure 2) would not be expected give
68389-89-9 any different mutagenic potential than 68153-35-5,
making a mouse lymphoma test of the PEQ analog an excellent index
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of mutagenic potential of PEQs 1in general and of the homologous
EEQ as well. After all, EEQ is in reality a homolog of PEQ in
which the average number of ethoxy units in the polyethoxy chain
is less than 1.5. "Pure" EEQ would of course have only one ethoxy
unit in the side chain. Thus, a distinction between commercial
EEQ and PEQ is somewhat artificial in any case.

As can be seen from Figure 2, the only reactive center of
any significance in these two compounds is the fatty amido group
and this is essentially identical in both compounds. This could,
conceivably, provide an electrophilic center for attack by a
suitable nucleophile with resulting transfer of the fatty acyl
group. At intracellular pH's this will require a powerful nucleo-
phile and such reactions, when they occur, are known to occur
preferentialfy to a thiol acceptor (forming a thioester). Due to
the charged nature of the ammonium group, binding to the micro-
somal membranes and service there as a substrate for microsomal
oxidases will not be favored and, thus, the only viable mechanism
for either substance to react with the genetic material is via
the acyl transfer just mentioned, which for both compounds would
involve essentially the same acyl transfer. Therefore, a gene
toxicity test of either one of these substances will be valid as
a predictor for the gene toxicity potential of the other.

8. One human skin irritation study was listed in the
cover letter; a study of this type was submitted for
PEQ analog CAS No. 68389-89-9 and PEQ CAS No. 68410-69-5.

Procter and Gamble did, indeed, submit human skin irritation
studies on two PEQ compounds. This was done since:

(a) Procter and Gamble has no human skin irritation studies
of its own which are specific to EEQ CAS No.
68153-35-5 since this is not manufactured for
fabric softeners;

(b) Procter and Gamble wished to provide relevant
information; and, - :

(c} the PEQ analogs for which data was provided will
accurately predict the skin irritation potential of
EEQ.

This is because the structural differences between 68153-3K-
5 (see Figure 2) and 68389-89-9 (see Figure 2) or 68410-65Y-5 (see
Figure 2) would not reasonably be expected to produce a differern:
potential for skin irritation (in terms of potency or effects)
for the PEQ compounds in comparison to EEQ. Since this is a
physico-chemical property, and since these compounds have similar
physico-chemical properties, these substances will all have
similar skin irritation potential and a study of one is gredic-
tive of the others. After all, EEQ is in reality a homolcg of PED
in which the average number of ethoxy units in the polyethoxy
chain is less than 1.5. "Pure" EEQ would of course have only one
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ethoxy wunit 1in the side chain. Thus, a distinction between
commercial EEQ and PEQ is somewhat artificial in any case.

9. One human skin sensitization study was listed in the cover
letter; a study of this type was submitted for PEQ analog
CAS NO. 68389-89-9 and PEQ CAS No. 68410-69-5.

Procter and Gamble did, indeed, submit human skin sensiti-
zation studies on two PEQ compounds. This was done Since:

(a) Procter and Gamble has no human skin sensitization
data of its own which is specific to EEQ CAS No.
68153-35-5 since this is not manufactured for
fabric softeners;

(b) Procter and Gamble wished to provide relevant
information; and,

(c) the PEQs may be taken as reasonable analogs in regard
to dermal sensitization potential since the mode of
action, if any, would be acylation of protein material
by the tallow amido groups found in both EEQ and
PEQ (by trans-amidation to protein amino functional
groups). Therefore, the analogs provided will give
the same sensitization potential as will EEQ.

The relevant structures are shown in Figure 2.

10. One acute bluegill toxicity study was listed in the cover
letter; a study of this type was submitted for PEQ analog
CAS No. 68389-89-9.

Procter and Gamble did, indeed, provide data on the aquatic
toxicity to bluegill sunfish on a PEQ compound. This was done
Since:

(a) Procter and Gamble has no aquatic toxiciﬁy data o
its own which is specific to the effects of - .
EEQ CAS No. 68153-35-5 on the bluegill sunsfish:

(b) Procter and Gamble wished to provide relevant
information; and,

(c) the PEQ analog for which data was provided will
accurately predict the aquatic toxicity of
the EEQ.

This is because the structural differences between 68153-35-
5 (see Figure 2) and 68389-89-9 (see Figure 2) would not v»eeason-
ably be expected to produce a different toxicity to figz? (in
terms of potency or effects) for the PEQ compounds in comparison
to EEQ. After all, EEQ is in reality a homolog of PEQ in which
the average number of ethoxy units in the polyethoxy chain 1ic
less than 1.5. "Pure" EEQ would of course have only one cthoxy
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unit in the side chain. Thus, a distinction between commercial
EEQ and PEQ is somewhat artificial in any case.

As can be seen from Figure 2 both compounds have a quater-
nary center to which are attached two aminoalkyl group, a hydroxy
alkyl group (this 1is a polyoxyethylene chain with an average
number of ethoxyl units greater than 1.5 in the PEQs and with an
average number of ethoxyl units of 1.5 or less in EEQ). Each
structure also has two tallow amide chains identically attached
(to the nitrogen of the amino alkyl groups). These substances
will all be charged, bulky species with a strong surfactant/
detergent property. Such substances belong to a very broad class
of agents which exhibit toxicity to aquatic organisms by disrup-
ting sensitive membranes which are required for oxygen and gas
exchange between the organism and the surrounding water. These
membrane effects are driven by the physico-chemical properties of
detergent / surfactant substances, and since EEQ and the PEQ
analog have similar physico-chemical properties, both these sub-
stances will all have similar degrees of toxicity to aquatic
organisms and a study of one will be predictive of the other.

11. One acute sheepshead minnow toxicity study was listed in
the cover letter:; a study of this type was submitted for
PEQ analog CAS No. 68389-89-9.

Procter and Gamble did, indeed, provide data on the aquatic
toxicity to sheepshead minnows on a PEQ compound. This was done
since:

(a) Procter and Gamble has no aquatic toxicity data of
its own which is specific to the effects of
EEQ CAS No. 68153-35-5 on the sheepshead minnows:

(b) Procter and Gamble wished to provide relevant
information; and,

(c) the PEQ analog for which data was provided wiil
accurately predict the aquatic toxicity of :
the EEQ.

This is because the structural differences between 68153-35-
5 (see Figure 2) and 68389-89-9 (see Figure 2) would not reason-
ably be expected to produce a different toxicity to fish (in
terms of potency or effects) for the PEQ compounds in comparison
to EEQ. After all, EEQ is in reality a homolog of PEQ in which
the average number of ethoxy units in the polyethoxy chain i3
less than 1.5. *"Pure" EEQ would of course have only one ethoxy
unit in the side chain. Thus, a distinction between commercial
EEQ and PEQ is somewhat artificial in any case.

As can be seen from Figure 2 both compounds have a cuater-
nary center to which are attached two aminoalkyl group, a hkydroxy
alkyl group (this 1is a polyoxyethylene chain with an average
number of ethoxyl units greater than 1.5 in the PEQs and witin an
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average number of ethoxyl units of 1.5 or less in EEQ) . Each
structure also has two tallow amide chains identically attached
(to the nitrogen of the amino alkyl groups). These substances
will all be charged, bulky species with a strong surfactant/
detergent property. Such Substances belong to a very broad class
of agents which exhibit toxicity to aquatic organisms by disrup-
ting sensitive membranes which are required for oXygen and gas
exchange between the organism and the surrounding water. These
membrane effects are driven by the physico-chemical properties of
detergent / surfactant substances, and since EEQ and the PEQ
analog have similar physico-chemical broperties, both these sub-
stances will all have similar degrees of’ toxicity to aquatic
organisms and a study of one will be predictive of the other.

¥

12. One acute mysid shrimp toxicity study was listed in
the cover letter: a study of this type was submitted for
PEQ analog CAS No. 68389-89-9.

Procter and Gamble did, indeed, provide data on the aquatic
toxicity to mysid shrimp on a PEQ compound. This was done since:

(a) Procter and Gamble has no aquatic toxicity data of
its own which is specific to the effects of
EEQ CAS No. 68153-35-5 on mysid shrimp;

(b) Procter and Gamble wished to provide relevant
information; and,

{c) the PEQ analog for which data was provided will
accurately predict the aquatic toxicity of
the EEQ. -

This is because the Structural differences between 68153-35-
5 (see Figure 2) and 68389-89-9 (see Figure 2) would not reason-
ably be expected to produce a different aquatic invertebrate
toxicity (in terms of potency or effects) for the PEQ compounds
in comparison to EEQ. After all, EEQ is in reality a homolog of
PEQ in which the average number of ethoxy units in the polyethoxy
chain is less than 1.5. "Pure" EEQ would of course have only one
ethoxy wunit in the side chain. Thus, a distinction between
commercial EEQ and PEQ is somewhat artificial in any case.

As can be seen from Figure 2 both compounds have a Juater-
nary center to which are attached two aminoalkyl group, a nydroxy
alkyl droup (this 1is a polyoxyethylene chain with an averadge
number of ethoxyl units greater than 1.5 in the PEQs and with an
average number of ethoxyl units of 1.5 or less in EEQ). Each
structure also has two tallow amide chains identically ettached
(to the nitrogen of the amino alkyl groups). These substances
will all be charged, bulky species with a strong surfactant/
detergent pbroperty. Such substances belong to a very broad class
of agents which exhibit toxicity to aquatic organisms bv disrup-
ting sensitive membranes which are required for oxygen arnd gas
exchange between the organism and the surrounding water. These
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membrane effects are driven by the physico-chemical pProperties of
detergent _/ surfactant Substances, and since EEQ and the PEQ
analog have similar pPhysico-chemical broperties, both these sub-
stances will all have similar degrees of Loxicity to aquatic
organisms and a study of one will be bredictive of the other.

13. One acute Daphnia magna toxicity study was listed 1in
the cover letter; a study of this type was submitted for
PEQ analog CAS No. 68389-89-9.

Procter and Gamble did, indeed, provide data on the aquatic
toxicity to Daphnia on a PEQ compound. This was done since:

(a) Prdcter and Gamble has no aquatic toxicity data of
its own which is specific to the effects of
EEQ CAS No. 68153-35-5 on Daphnia;

(b) Procter and Gamble wished to provide relevant
information; and,

(c) the PEQ analog for which datq was provided will
accurately predict the aquatic toxicity of
the EEQ.

This is because the structural differences between 68153-35-
5 (see Figure 2) and 68389-89-9 (see Figure 2) would not reason-
ably be expected to produce a different aquatic invertebrate
toxicity (in terms of potency or effects) for the PEQ compounds
in comparison to EEQ. After all, EEQ is in reality a homolog of
PEQ in which the average number of ethoxy units in the polyethoxy
chain is less than 1.5. "Pure" EEQ would of course have only one
ethoxy wunit in the side chain. Thus, a distinction between
commercial EEQ and PEQ is somewhat artificial in any case.

As can be seen from Figure 2 both compounds have a quater-
nary center to which are attached two aminoalkyl group, a hydroxy
alkyl group (this is a polyoxyethylene chain with an average
number of ethoxyl units greater than 1.5 in the PEQs and 'with an
average number of ethoxyl units of 1.5 or less in EEQ). Each
structure also has two tallow amide chains identically attached
(to the nitrogen of the amino alkyl groups). These substances
will all be charged, bulky species with a strong surfactant/
detergent property. Such substances belong to a very broai class
of agents which exhibit toxicity to aquatic organisms by disrun-
ting sensitive membranes which are required for oxygen and gas
exchange between the organism and the surrounding water. Thesz
membrane effects are driven by the physico-chemical properties of
detergent / surfactant substances, and since EEQ and the PRy
analog have similar physico-chemical properties, both these sub-
stances will all have similar degrees of toxicity to aquatic
organisms and a study of one will be predictive of the other.
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14. One freshwater algae toxicity study was listed in
the cover letter; a study of this type was submitted for
PEQ analog CAS No. 68389-89-9.

(Procter and Gamble did indeed provide data on the aquatic
toxicity to freshwater algae of a PEQ compound. This was done
since: ’

(a) Procter and Gamble has no augatic toxicity data of
its own which is specific to the effects of
EEQ CAS No. 68153-35-5 on freshyater algae;

(b) Procter and Gamble wished to provide relevant
information; and,
’

(c) the PEQ analog for which data was provided will
accurately predict the aquatic toxicity of
the EEQ.

This is because the structural differences between 68153-35-
5 (see Figure 2) and 68389-89-9 (see Figure 2) would not reason-
ably be expected to produce a different toxicity to algae (in
terms of potency or effects) for the PEQ compounds in comparison
to EEQ. After all, EEQ is in reality a homolog of PEQ in which
the average number of ethoxy units in the polyethoxy chain is
less than 1.5. "Pure" EEQ would of course have only one ethoxy
unit in the side chain. Thus, a distinction between commercial
EEQ and PEQ is somewhat artificial in any case.

As can be seen from Figure 2 both compounds have a quater-
nary center to which are attached two aminoalkyl group, a hydroxy
alkyl group (this' is a polyoxyethylene chain with an average
number of ethoxyl units greater than 1.5 in the PEQs and with an
average number of ethoxyl units of 1.5 or less in EEQ). Each
structure also has two tallow amide chains identically attached
(to the nitrogen of the amino alkyl groups). These substances
will all be charged, bulky species with a strong surfactant/
detergent property. Such substances belong to a very hroad class
of agents which exhibit toxicity to algae by disrupting sensitive
membranes which are required for metabolic processes and gas
exchange between the algae and the surrounding water. These
membrane effects are driven by the physico-chemical properties of
detergent / surfactant substances, and since EEQ and the PEQ
analog have similar physico-chemical properties, both these sub-
stances will all have similar degrees of toxicity to freshwater
algae and a study of one will be predictive of the other.
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Procter and Gamble Tests on Varisoft 475

The purpose of the referenced 91 day percutaneous toxicity
study in rabbits was to examine the toxicity potential of
Varisoft 475 (which is 75% to 90% IQAC [CAS No. 68122-86-11 1in
isopropanol using a test article in which the dermal irritancy of
undiluted Varisoft 475 would not be the limiting factor for the
test. We believe that the NOEL which was reported in the
Committee's summary document on quaternary ammonium compounds was
calculated on the IQAC content basis. ;

Similarly, the PEQ study which is noted in the ITC 1letter
was designed to allow for subchronic repeated dermal application
of a test article which is irritant to the skin in undiluted
form. The NOEL which was reported in the previously submitted
summary document was, we believe, based on the PEQ content of the
applied test article.
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Figure 1: IQAC Compounds

CAS# 68122-86-1 Imidazolium compounds, 4,5-Dihydro-1-methyl-2-nortaliow
alkyl-1-(2-tallow amidoethyl), Methy! sulfates

72
R'C CHZ -
‘ CH,SO,

H3C'N - CHZ

|
CHZCHZ-NHC-R
= tall
_J_ R = tallow

CAS# 72623-82-6 Imidazolium compounds, 2-(C,;-C,, alkyl)-1-[2-(C,,-C,s
amidoethyl)-4,5-dihydro-3-methyl, Methyl sulfates

N‘CH3
// : + -
R'C/ CHZ - . o
CH,SO,

IN_-—‘ CHz

CH,CH,-NHC-R
| o _| R = C,-C,s alkyl (from
hydrogenated tallow)
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Figure 2: PEQ Compounds and EEQ Compounds

CAS# 68410-69-5 Poly (oxy-1,2-ethanediyl), a-[2-[bis (2-aminoethyl)
methylammonio] ethyl]-&-hydroxy-N, N’-ditallow acyl derivs., Me sulfate (salts)

CAS# 68389-89-9 Poly (oxy-1,2-ethanediyl), a-[2-[bis (2-aminoethyt)
methylammonio] ethyl]-@-hydroxy-N,N’-bis (hydrogenated tallow acyl) derivs.,

Me sulfate (salts)

CAS# 68413-04-7 Poly {oxy(methyl-1,2-ethanediyN], a-[2-[bis (2-aminoethyl)
methylammonio] methylethyll-&-hydroxy-N, N-ditallow acyl derivs., Me sulfate

(salts) ‘

CAS# 68153-35-5 Ethanaminium, 2-amino-N-(2-aminoethyl)-N-(2-

hydroxyethyl)-N-methyl, N,N"-ditallow acy! derivs., Me sulfate (salts)

R-C-NH-CH,CH, CH,| +
. S
N CH,SO, -
RN

R-G-NH-CH,CH, R’
o)

.

For CAS# 68410-69-5:
R = tallow
R’ = Poly (oxy-1,2-ethanediyl)

For CAS# 68389-89-9:
R = hydrogenated tallow
R’ = Poly (oxy-1,2-ethanediyl)

For CAS# 68413-04-7:
- - R = tallow
R’ = Poly [oxy (methyl-1,2-ethanediyl;;

For CAS# 68153-35-5:
R = tallow
R’ = 2-hydroxyethyl
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Ethoxylated and Imidazolium Quaternary Ammonium Compounds:

Additional Information and Responses to letter dated
February 22, 1993 from Dr. John D. Walker,
Executive Director, TSCA Interagency Testing Committee,
to Dr. Jim T. Hill, Director PIR Program - CSMA in regard to
Data Submissions from QUATS Steering Committee Members
Filed in Response to the 22nd Report of the
TSCA Interagency Testing Committee

Attachment 1:

Report to Culver Chemical Company - Acute Oral
Toxicity Study on Culversoft S-75 in Albino Rats
[IQAC 68122-86-1]
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REPORT TO

CULVER CHEMICAL COMPANY

ACUTE ORAL TOXICITY STUDY ON
P’ CULVERSOFT S-75
IN ALBINO RATS

IBT NO. A8214.

1. Introductidn

At the request of Culver Chemical Company an acute oral toxicity
study was conducted on a yellow liquid identified as Culversoft S-75,/ 7§ sl PR

Lot No. 180636. .The sample was shaken well immediately prior to

use.

NOTE: .

" Please be advised that as of July 1, 1970, Northern Petrocherxucal Co.
purchased Culver Chemical Co. ’

e

The name Culversoft S-75 was changed to -@arisoft 475,

= e o
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II. Sumrhary -

An acute.oral toxicity study was conducted on Culversoft S-75,
Lot No. 180636, The test material was evaluated as is at dose
levels of 10,2, 15.4, 23.1 and 34.6 g/kg. Four albino rats (two /
males and two females) were tested at each level. " None of the
‘a-nimals dosed atythe lowgr two levels died while three rats in the
23.1 g/kg group and all four animal; in the 34.6 g/kg group died.
-'Io‘he acuée oral media:n lethal dose (LDsgg) % ihe standard deviation'
was ca.lculatefd to be 20.8 + 2.1 g/kg. General siéns of intoxication
‘included the following: hypoactivity, ataxia, muscular weakness,
diarrhea, prostratién, and a ruffed fur. Necropsy of the animals
that died revéaled gas£roenteritis. No gross pathologic alterations
were noted am§né the animals sacrificed at the‘ end of the observa-
. tion period. '_ ' ' .

- Respectfully submitted,

-

e
,é

INDUSTRIAL BIO-TEST LABORATORIES,;-INQ,

‘ Q évwv\, '\Ad'\ fdt‘/{

Report pr.e.pared by: Carmen Mastri, B.S.
Section Head
- Acute Tox1c1ty Department

T g

Report approved by: M. L. Keplinger, Ph.D.
Manager, Toxicology

@"L(:/‘r‘é . ?Jwbc,,pw/

Otis E. Fancher, Ph.D. ) ,.:...J
Dircctor ComEe
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III. Procedure

Healthy, young albino rats of the Charles River strain (COBS)*
ranging in body weight from 150 to 200 grams were used as test animals.
All anim:-.;ls used were kept under obéervation.for five days prior to
experimental use, during which period they were checked for general
physical health and suitability as test animals. The .animals were housed
rin stock cages and permitted a standard labc;ratox.-y rat diet#* plus watez'-
24 libitum until 16 hours immediately prior to oral intubation.

Initial screening was conducted in order to determine the general
level of toxi.?;itj? and then selected groups of four rats each (two male a"nd
two female) were intuBated with previou_sly calculated doses of the undiluted
test material, | Ali doscs. were administered directly into the stomachs of
the rats t;sing a hypodermic syringe equipped with a Ball-point‘ed intu'--.
bating needle.’

Following oral administration of the test materi'al,"the._ rats were
housed individually in observation cages (10" x 8" x 8'") and observed for
the succeecding 14 days. Initial-and final body weights as well as all
mortalitics-and/or reactiop; diéplayed were recorded. Arrangements
were made to autopsy any animal which might succumb during the study
as well as all surviving animals at the end of the 14 days.

Charles River Breceding Laboratories, .Inc. , North \_Viln':ington,

Massachuscits,
*# Purina Rat Chow, Ralston Purina Company, St. l.ouis, Missouri.




At the end of the observation period, all data were collected

and arrangemcents were made to calculate, if possible, the acute oral

mcdia:n lcthal dose (LLDgg) of the test material using the techniques of

Weil*s, Thompson®:¥, and Thompson and Wcil=:=‘=3=*.

Weil, Carrol S.: Tables for Convenient Calculation of Median-
Effective Dosc (LDgq or EDgg) and Instructions in Their Use.

-‘Biometrics, Sept, 1952,

Thompson, William R.: Use of Moving Averages and Interpolation
to Estimate Mcdian-Effective Dose. Bact. Rev. , Nov, 1947,
Thompson, William R. and Weil, Carrol S.: On the Construction of
Tables for Moving Average Intcrpolation. Biomectrics, March 1952,

(4]




V)

ﬂa_a'ujin'al BIO-TEST tedoratorics, Jre.

IV. Results

A. Mortality and Body Weichts

Individual mortality and body weight data are presented in

Table 1. )




Induiirial BIOTEST Laboralorias, I - 6

- TABLE I
TEST MATERIAL: Culversoft S-75
Acute Oral Toxicity Study - Albino Rats

Mortality and Body Weight Data

Animal Individual Body Weights (grams)’

Dose* Number Test Day Number: Number Dead Percent
(g/kg) and Sex 4 0 14 Number Tested Dead
10.2 1-M 206 308 0/4 0
' 2-M 208 314 '
3-F 212 . 236
4-F 214 250
15. 4 5-M 204 . 298 0/4 0
6-M 182 264
7-F 196 222
8-F 197 216
23.1 9-M’ 171 255 3/4 75
10-M 177 (2 days)
11-F 152 (2 days)
12-F 158 (5 days)
34,6 13-M 180 (2 days) 4/4 100
14-M 165 (3 days)
15-F 170 (2 days) -
16-F 152 (4 days) ¥

Note: Figures in parentheses indicate time of death.

Acute Oral LDs5g = 20.8 g/kg
Standard Deviation of LDs5g = £ 2,1 g/kg

s
ped

Culversoft S-75 was administered as is.




Joivestical BlQ -TEST Laboralories, Jree.

(¥}
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B. Reactions

The reactions exhibited by the animals following oral adminis-

tration of Culversoft S-75 are presented in Table II,
Necropsy of the animals that died revealed gastroenteritis. Né

gross pathologic alterations were noted among any of the animals sacri-

ficed at the end of the l4-day observation period.
¢
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Ethoxylated and Imidazolium Quaternary Ammonium Compounds:

Additional Information and Responses to letter dated
February 22, 1993 from Dr. John D. Walker,
Executive Director, TSCA Interagency Testing Committee,
to Dr. Jim T. Hill, Director PIR Program - CSMA in regard to
Data Submissions from QUATS Steering Committee Members
Filed in Response to the 22nd Report of the
TSCA Interagency Testing Committee
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Attachment 2:

Toxicity Studies for Ashland 0Oil Company
(IQAC 68122-86-1, misc. formulations]




{EPORTED:
December 18, 1973

«IOXICITY STUDIES
FOR

ASHIAND OIL COMPANY

COMPILED BY:
M. Patricia Prate

REQUESTED BY:
Dr. N.S. Salomons



Bio~ Covicology Laboratories, Juc.

Twin Oak Farm Division
Creek & Cox Roads, P. O. Box 267, Moorestown, N. J. 08057
Phone: (609) 665-1776 — 235-2908

December 18, 1973

Dr. N.S. Salomons
Ashland Oil, Inc.
5200 Blazer Parkwa
Dublin, Ohio 43077

Dear Dr. Salomons:

Following are the results of the experimental procedures conducted
for Ashland Oil, Inc.

MATERIAL: Varisoft 475
Varisoft 475
(5% free amine)
Varisoft 475
(13.5 wt. % solids)
Varisoft 475
(13.5 wt. % solids -
5% free amine)

RECEIVED: November 21, 1973
EXPERIMENTAL PERIOD: November 26 - December 18, 1973
EXPERIMENTAL PROCEDURES: Eye Irritation Study

Primary Irritation Study
Acute Oral LD50 Study

The conclusions in this study are based upon the results of the study
completed December 18, 1973.

Io‘ﬁn Dawvis Paul
-~ President

JDP/1sd

FDA Registration No. 24-20621
Toxicity and Applied Research Studies - Animal and Human




EYE IRRITATION STUDY

Federal Hazardous Substances Labeling Act

Varisoft 475 (13.5 wt. % solids)
Varisoft 475 (13.5 wt.% solids -5% free amine)

Bio-Toxicology Laboratories, Inc. @ Toxicity and Applied Research Studies - Animal and Human




DRAIZE RABBIT EYE IRRITATION STUDY PROCEDURE

FEDERAL HAZARDOUS SUBSTANCES LABELING ACT

A group of 12 albino rabbits was used in this study to determine
the toxicity of the substances submitted to eye mucosa. A series of
6 rabbits was used for testing eachsubstance.

One tenth &f a milliliter of the product under test was instilled
into the conjunctival sacs of the test animals. All treated eyes were
unwashed. Ocular evaluations were made with the unaided eye.
These evaluations were made at 24, 48 and 72 hours.

The cornea is scored on the basis of the density of the opacity
and the total area involved. The iris is scored on the intensity or
degree of inflammation exhibited; and the palpebral and bulbar mucosae
are scored on the extent of chemosis, hyperemia and discharge.

Bio-Toxicology Laboratories ® Toxicity and Applied Research Studies - Animal and Human




DRAIZE SCALE FOR SCORING OCULAR LESIONS

1. Cornea _
A. Opacity-Degree of Density (area which is most dense
taken for reading)
Scattered or diffuse area-details of iris clearly visible...... |
Easily discernible translucent areas, details of iris

slightly obscured........... S e e e et e ettt 2
Opalescent areas, no details of iris visible, size o
pupil barely discernible..... ettt e e s e et et ae e 3
Opaque, Iris invisible. ... ouivunnnnnnnnnnnnnn.. et eae e 4

B. Area of Corneal damage involved
One quartgr of area (or less) but not zero. . cecteneaaan. A |
Greater than one quarter, less than one-half............ ceenee 2
Greater than one half, less than three quarters................ 3
Greater than three quarters up to whole area............. veses 4

Score equals A x B x 5 Total maximum - 80
2, Iris
A, Values

Folds above normal, congestion, swelling circumcorneal injection
(any one or all of these or combination of any thereof), iris

still reacting to light, (sluggish reaction is positive)......... oo 1
No reaction to light, hemorrhage; gross destruction (any
one or all of these)............. ceveceaas Ce ettt ettt 2
Score equals A x § Total possible maximum - 10
3. Conjunctivae

A, Redness (refers to palpebral and bulbar conjunctivae excluding
cornea and iris)
Vessels definitely injected above normale...oieiinnnnnnnnnn... "1
More diffuse, deeper crimson red, individual vessels not
easily discernible......................... ..... cectarnsanes 2
Diffuse beefy red.......... I reresiaens 3

B.  Chemosis ' s
Any swelling above normal (includes nictitating membrane)....... 1
Obvious swelling with partial eversion of the lids............... 2
Swelling with lids about half closed.......coviviiiininnn. . 3
Swelling with lids about half closed to completely closed. ....... 4

C. Discharge
Any amount different from normal (does not include small amount

observed in inner canthus of normal animals)....covvivnnnnn... 1

Discharge with moistening of the lids and hairs just adjacent

tothe lids............. ceeven e ettt et et Ceet oo 2

Discharge with moistening of the lids and considerable area

around eye........ et e ee e B 3
Score (A + B + C)x 2 Total maximum - 20

The maximum total score is the sum of all scores obtained for the cornea,
iris and conjunctivae. Total maximum score possible - 110 points

Bio-Toxicology Laboratories o Toxicity and Applied Research Studies - Animal and Human




BASIS OF CLASSIFICATION AND CONCLUSIONS

The following arbitrary designation of classification is offered as a

guide in judging the severity of a compound when subjected to the Draize Eye
Irritation Technique., This classification is subject to immediate revision upon
suggestion or directive, from municipal or federal governmental agencies.

Conclusions in this report are based upon the pa;'tlcular samples and
animals employed, femperature variants, and other conditions controllable or
uncontrollable by the physicians, veterinarians, technicians, operators, ob-
servers and compilators of ihis study and report.

CLASSIFICATION KEY

O = duration and magnitude of irritation, comparable to distilled water

I = mild irritant (total points scored/day less than 10: no score under cornea
or iris)

II = moderate irritant (total points scored/day less than 15: no score under
cornea or iris)

IIT = strong {rritant (total points scored/day 15 or more: no score under cornea
iris)

SUB-GROUPINGS

A = short duration (zero score on or before third day) - v

B = moderate duration (zero score by fourth or fifth day)

C = long duration (zero\score by sixth or seventh day)

D = prolorniged duration (score on seventh day)

E = temporary corneal or iris lesions (not apparent on seventh day)

F = permanent corneal or iris lesions (continuing past seventh day)
Example: III A to III DF ~--- indicates compound is a strong irritant of short

to prolonged duration, capable of producing permanent corneal or
irts lesions, when instilled into the eyes of albino rabbits.

Bio-Toxicology Laboratories * Toxicity and Applied Research Studies - Animal end Humen




SCORE SHEET

Varisoft 475 (13.5 wt. % solids)
Varisoft 475 (13.5 wt. % solids - 5% free amine)

Bio-Toxicology Laboratories, Inc. e Toxicity and Applied Research Studies - Animal and Human
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DRAIZE RABBIT EYE IRRITATION STUDY
- Federal Hazardous Substances Labeling Act

Product Tested Varisoft 475
(13.5 wt. % solids)

Animal No. 1 Unwashed

Hours 24 48 72

I- CORNEA

A- Opacity

B~ Area Involved

II- IRIS

A- Evaluation [

II- CONJUNCTIVAE

A- Hyperemia b1

B~ Chemosis . N

C- Discharge

Total Points
(Total Possible 110\ 2

NOTE: ABSENCE OF NUMERICAL SCORING INDICATES SCORES = 0

Classification: I.A.




DRAIZE RABBIT EYE IRRITATION STUDY
- Federal Hazardous Substances Labeling Act

Product Tested Varisoft 475
(13.5 wt.% solids)

Animal No. 2 Unwashed

Hours 24 48 72

I- CORNEA

A~ Opacity

B- Area Involved

I1- IRIS

A- Evaluation i

OI- CONJUNCTIVAE

A- Hyperemia I |

B- Chemosis

C- Discharge l

Total Points
(Total Possible 110) 2 2 |

NOTE:; ABSENCE OF NUMERICAL SCORING INDICATES SCORES = 0

Classification: I.A.




DRAIZE RABBIT EYE IRRITATION STUDY
- Federal Hazardous Substances Labeling Act

Product Tested Varisoft 475
¢« (13.5 wt.% solids)

Animal No. 3 Unwashed

Hours 24 48 72

I- CORNEA

A- Opacity

B- Area Involved

[I- IRIS

A- Evaluation i |

IOI- CONJUNCTIVAE

A- Hyperemia

B- Chemosis

C- Discharge

Total Points
(Total Possible 110)

e 4 — ¢ ]

NOTE: ABSENCE OF NUMERICAL SCORING INDICATES SCORES = 0

Classification: I.A.
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DRAIZE RABBIT EYE IRRITATION STUDY
Federal Hdzardous Substances Labeling Act

2roduct Tested Varisoft 475
(13.5 w}. % solids)

Animal No. 4 Unwashed

Hours 24 48 72

I- CORNEA

A- Opacity

B~ Area Involved

II- IRIS

A- Evaluation ? l

III- CONJUNCTIVAE

A- Hyperemia L1 1

B~ Chemosis

C- Discharge |

Total Points
(Total Possible 110) 2 2

NOTE: ABSENCE OF NUMERICAL SCORING INDICATES SCORES = 0

Classification: I.A.
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DRAIZE RABBIT EYE IRRITATION STUDY
- Federal Hazardous Substances Labeling Act

Product Tested Varisoft 475
‘ (13.5 wt. % Solids)
Animal No. 5 Unwashed
Hours 24 | 48 | 72
I- CORNEA
A- Opacity E
B~ Area Involved :

[I- IRIS

A- Evaluation ,l 1

OI- CONJUNCTIVAE

A- Hyperemia

B~ Chemosis

Total Points
{Total Possible 110)

T
{
I
1
C- Discharge i

NOTE: ABSENCE OF NUMERICAL SCORING INDICATES SCORES = 0
Classification: I.A.
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DRAIZE RABBIT EYE IRRITATION STUDY
Federal Hazardous Substances Labeling Act

*oduct Tested Varisoft 475
(13.5 wt. % Solids)
‘

1imal No. 6 Unwashed

Hours 24 48 72

I- CORNEA

A- Opacity

B~ Area Involved

II- IRIS

A- Evaluation } i

OI- CONJUNCTIVAE

A- Hyperemia 1

B- Chemosis

C- Discharge |

Total Points
(Total Possible 110) 2

NOTE: ABSENCE OF NUMERICAL SCORING INDICATES SCORES = 0

Classification: I.A.




DRAIZE RABBIT EYE IRRITATION STUDY
Federal Hazardous Substances Labeling Act

-13-

Product Tested

Animal No.

Varisoft 475
(13.5 wt. % solids -
5% free amine)

1 Unwashed

Hours

24

48

72

I- CORNEA

A- Opacity

B~ Area Involved

II- IRIS

A- Evaluation

OI- CONJUNCTIVAE

A- Hyperemia

B~ Chemosis

C- Discharge

Total Points
(Total Possible 110)

NOTE: ABSENCE OF NUMERICAL SCORING INDICATES SCORES = 0

Classification: I.A.
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DRAIZE RABBIT EYE IRRITATION STUDY
Federal Hazardous Substances Labeling Act

d Varisoft 475
(13.5 wt.% solids -
5% free amine) ’

2 Unwashed

Hours 24 48 72

I- CORNEA

A- Opacity

B- Area Involved

II- IRIS

A- Evaluation ; *'

OI- CONJUNCTIVAE

A- Hyperemia L @

B- Chemosis [

C- Discharge '

Total Points

{Total Possible 110) 2 !

ABSENCE OF NUMERICAL SCORING INDICATES SCORES = 0

fir “ion: I.A.
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DRAIZE RABBIT EYE IRRITATION STUDY
Federal Hazardous Substances Labeling Act

Product Tested

Animal No.

Varisoft 475
(13.5 wt. % solids -
5% free amine)

3 Unwashed

Hours

24

48

72

I- CORNEA

A- Qpacity

B- Area Involved

II- IRIS

A- Evaluation

[I- CONJUNCTIVAE

A- Hyperemia

B- Chemosis

C- Discharge

Total Points
(Total Possible 110V

NOTE: ABSENCE OF NUMERICAL SCORING INDICATES SCORES = 0

Classification: I.A,



DRAIZE RABBIT EYE IRRITATION STUDY
Federal Hazardous Substances Labeling Act

-16-

Product Tested

Animal No.

Varisoft 475
(13.5 wt. % solids -
5% free amine)

4 Unwashed

Hours

24

48

I- CORNEA

A- Opacity

B- Area Involved

II- IRIS

A- Evaluation

I- CONJUNCTIVAE

A~ Hyperemia

B- Chemosis

C- Discharge

Total Points
(Total Possible 110y

NOTE: ABSENCE OF NUMERICAL SCORING INDICATES SCORES = 0

Classification: I.A.
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-

SUMMARY OF POINTS SCORED

Varisoft 475 (13.5 wt. % solids)
Varisoft 475 (13.5 wt.% solids - 5% free amine)

Bio-Toxicology Laboratories. Inc. @ Toxicity and Applied Research Studies - Animal and Human
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PRIMARY IRRITATION STUDY

Department of Transportation Act

Varisoft 475

Varisoft 475 (5% Free Amine)

Varisoft 475 (13.5 wt. % Solids)

Varisoft 475 (13.5 wt. % Solids - 5% Free Amine) i

Bio-Toxicology Laboratories. Inc. e Toxicity and Applied Research Studies - Animal and Human
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METHOD FOR PRIMARY IRRITATION

DEPARTMENT OF TRANSPORTATION ACT

The intact and abraded skin of 24 albino rabbits was employed for
this study. A series of 6 rabbits was used for testing each substance.
The hair was clipped from the backs with the aid of angora clippers. Four
areas of the back, placed approximately ten centimeters apart, were des-
ignated for the positions of the patches. Areas 2 and i were abraded by
making four epidermal incisions (two perpendicular to two others in the
area of the patch). The patches consisted of 1.5 inch x 1.5 inch 12 ply
gauze squares. The patches were secured to the area by thin bands of
adhesive tape. The material to be tested (0.5 ml. for liquids and 0.5 gm.
for solids) was introduced beneath the patch. The entire trunks of the
animals,were then wrapped in clear plastic trunk bands. The trunk bands
help to ‘wld the patches in position and retard evaporation of volatile
substances during the four hour exposure period. Upon removal of the
patches the resulting reactions were evaluated on the basis of weighted
scores.

Following this initial reading, all test sites were washed with ap-
propriate solvent to prevent further exposure. Readings were again made
at 24 and 48 hours after the initial application. Each test substance is
evaluated on a total of site (6 abraded and 6 intact).

The primary irritation index is calculated by adding the values for

erythema or eschar formation, and edema at 4, 24 and 48 hours on intact

and abraded skin (12 values) and dividing by six to obtam an individual
score on each rabbit,

\'.

1 2 2 and 3

: l and 4

l and 2

BANE: 4 ) 3 and 4
//

Bio-Toxicology Laboratories « Toxicity and Applied Research Studies - Animal and Human

P

abraded
intact

control (if employed)
test material
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ETHOD P

FOR

~EVAIJATION OF SKIN REACTIONS

A. Erythema and Eschar Formation
Very slight erythema (barely perceptible)...ceveeeeeeennnnenn.. 1
Welldefinedﬁmhemaii...........‘.'........'....O'.ll..'. 2

Mmerate to severe ery‘themai ® & H eSO tLESOSLOEBBRE 8 ¢ 88 080 % ® 8 e 3
Severe erythema (beet redness) to slight eschar formation
(1njuries in deptw ¢ ¢ 0000000000000 0. 9 O & 0 O @O ¢ 6O S CO e 4

Dotal possible erythema SCOI@,cncsoscccocssossonssoeses 4

B. Edema Formation
Very slight edema (barely perceptible)...oceeeeeoseseeseves oo, 1
Slight edema (edges of area well defined by definite raising)..... 2
Moderate edema {area raised approximately 1 mmMe)eceecescccces 3
Severe edema (raised more than 1 mm. and extending beyond
Ared Of EXPOSUIE) e essecccsoocsoossssconcesosss 4

Total possible edema SCOT@.ceevsvacscoscsassonnccososss 4

Total possible score for primary iTitatiONeeesececcsceeses B
Ol'SenSIﬂzaﬂOn........o....-.- 8

Pri Index Sensitiz
2orless..eee...mild irritant 2 or lesS.c.e......mild sensitizer
2 = S5..eceeesee.moderate irritant 2 = S5..cecceces...moderate sensitizer

6 or above......severe irritant 6 or above..........S€VEre sensitizer

Bio-Toxicology Laboratories ¢ Toxicity and Applied Research Studies - Animal and Human




=24~

SCORE SHEETS

Varisoft 475

Varisoft 475 (5% free amine)
Varisoft 475 (13.5 wt.% solids)
Varisoft 475 (13.5 wt. % solids -~ 5% free amine)

Bio-Toxicology Laboratories, Inc. e Toxicity and Applied Research Studies - Animal and Human
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PRIMARY IRRITATION STUDY
Product Tested: Varisoft 475

Erythema-eschar

observation Edema observation
RABBIT # SKIN 4 hr. 24 hr, 48 hr. 4 hr. 24 hr. 48 hr. AVERAGE

1 Intact 1 1 0 0 0 0 0.83
Abraded = o 1 0 0 0 0

2 Intact 1 0 0 0 0 0 0.50
Abraded 1 1 0 0 0 0

3 Intact 1 1 0 0 0 0 0.66
Abraded 1 1 0 0 | 0 0

4 Intact 1 0 0 0 0 0 0.83
Abraded 2 1 1 0 0 0

5 Intact 1 1 0 0 0 0 0.83
Abraded 2 | 1 0 0 0 0 -

6 Intact 1 1 0 0 0 0 1.16

Abraded 2 2 1 0 0 0 .

PRIMARY IRRITATION INDEX OF COMPOUND 0.8 (mild primary irritant)

RATIO OF TISSUE DESTRUCTION:

Ratio regarding six rabbits
Evaluation of Observation time
Test Site Skin Reaction 4 hrs, 24 hrs, 48 hrs.
Intact Non-Corrosive 6:6 6:6 6:6
Abraded Non-Corrosive 6:6 6:6 6:6

Bio-Toxicology Laboratories, inc. e Toxicity and Applied Research Studies - Animal and Human
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PRIMARY IRRITATION STUDY

Product Tested: Varisoft 475
- (5% Free Amine)

Erythema-eschar

observation Edema observation
RABBIT # SKIN 4 hr. 2dhr., 48hr.  4hr, 24hr.  48hr. AVERAGE

1 Intact 1 1 1 0 ‘0 0 1.83
Abraded ¢ 2 2 1 0 1 1

2 Intact 1 1 0 0 0 0 2.00
Abraded 3 2 2 0 2 1

3 Intact 1 0 0 0 0 0 1.00
Abraded 2 1 1 0 1 0

4 Intact 1 1 0 0 0 0 1.83
Abraded 2 2 2 0 2 1

5 Intact 1 o1 1 0 0 0 1.66
Abraded 3 2 1 0 1 0 -

6 Intact 1 0 0 0 0 1 1.66
Abraded 2 2 1 0 2 1 -

PRIMARY IRRITATION INDEX OF COMPOUND 1.7 (mild primary irritant)

RATIO OF TISSUE DESTRUCTION:

Ratio regarding six rabbits
Evaluation of Observation time
Test Site Skin Reaction 4 hrs. 24 hrs. 48 hrs.
Intact Non~Corrosive 6:6 6:6 6:6
Abraded Non-Corrosive 6:6 6: 6:6

Bio-Toxicology Laboratories, Inc. o Toxicity and Applied Research Studies - Animal and Human
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PRIMARY IRRITATION STUDY

Product Tested: Varisoft 475
(13.5 wt. % solids)

Erythema-eschar

observation Edema observation
RABBIT # SKIN 4 hr. 24 hr. 48 hr. 4 hr. 24 hr. 48 hr. AVERAGE
1 Intact 1 1 0 0 o 0 0.66
Abraded 1 1 0 0 0 0
2 Intact 1 0 0 0 0 0 0.50
Abraded 1 1 0 0 0 0
3 intact 0 0 0 0 0 0 0.50
Abraded 1 1 1 0 0 0
4 Intact 1 1 1 0 0 0 1.00
Abraded 1 1 1 0 0 0
5 Intact 0 _ 0 0 0 0 0 0.33
Abraded 1 1 0 0 0 0 i
6 Intact 1 0 0 0 0 0 0.66
Abraded 1 1 1 0 0 0 |

PRIMARY IRRITATION INDEX OF COMPOUND g (mild primary irritant)

RATIO OF TISSUE DESTRUCTION:

Ratio regarding six rabbits
Evaluation of Observation time
Test Site Skin Reaction 4 hrs. 24 hrs, 48 hrs.
Intact Non-Corrosive 6:6 6:6 6:6
Abraded Non-Corrosive 6:6 6:6 6:6

Bio-Toxicology Laboratories, Inc. ® Toxicity and Applied Research Studies - Animal and Human
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PRIMARY IRRITATION STUDY

Product Tested: Varisoft 475

- (13.5 wt. % solids
5% Free Amine)

Erythema-eschar

observation Edema observation
RABBIT # SKIN 4 hr. 24 hr. 48 hr. 4 hr. 24 hr. 48 hr. AVERAGE

1 Intact 1 1 0 0 0 0 1.33
Abraded ¢ 2 1 1 0 1 1

2 Intact 1 1 0 0 0 0 1.50
Abraded 2 2 1 0 1 1

3 Intact 1 1 0 0 0 0 1.66
Abraded 2 2 1 0 2 1

4 Intact 1 1 0 0 0 0 1.50
Abraded 2 2 1 0 1 1

5 Intact 1 0 0 0 0 0 0.83
Abraded 1 1 1 0 1 0 )

6 Intact 1 1 0 0 o 0 1.17
Abraded 2 1 1 0 1 o T

PRIMARY IRRITATION INDEX OF COMPOUND 1.3 (mild primary irritant)

RATIO OF TISSUE DESTRUCTION:

Ratio regarding six rabbits
Evaluation of QObservation time
Test Site Skin Reaction 4 hrs. 24 hrs. 48 hrs.
intact Non-Corrosive 6:6 6:6 6:6
Abraded Non-Corrosive 6:6 6:6 6:6

Bio-Toxicology Laboratories, Inc. e Toxicity and Applied Research Studies - Animal and Human
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PRIMARY IRRITATION STUDY
Federal Hazardous Substances Labeling Act

Varisoft 475

Varisoft 475 (5% Free Amine)

Varisoft 475 (13.5 wt. % Solids)

Varisoft 475 (13.5 wt. % Solids - 5% Free Amine)

Bio-Toxicology Laboratories, Inc. e Toxicity and Applied Research Studies - Animal and Human
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METHOD FOR PRIMARY IRRITATION-RABBIT SKIN

FEDERAL HAZARDOUS SUBSTANCES LABELING ACT

The intact and abraded skin of 24 albino rabbits was used for
this study. Agseries of 6 rabbits was used for testing e€ach substance.
The hair was clipped from the backs with the aid of angora clippers. Two
areas of the back, placed approximately ten centimeters apart, were
designated for the positions of the patches. One area was abraded by
making four epidermal incistons (two perpendicular to two others in the
area of the patch.) The patches consisted of two layers of light gauze
cut in squares (2.5 cm. on the side). The patches were secured to the
area by thin bands of adhesive tape. The material to be tested (0.5mk.)
was introduced beneath the patch. The entire trunks of the animals were
then wrapped in clear plastic trunk bands. The trunk bands help to hold
the patches in position and retards evaporation of volatile substances
during the twenty-four hour exposure. The compound under test was
applied so that there were two applications (one intact and one abraded)
to each of six animals. The animals were immobilized in a special
holder during the twenty-four exposure period. Upon removal of the
patches the resulting reactions were evaluated on the basis weighted
scores. Evaluations were again made after seventy-two hours. The final
score represents an average of the twenty-four and seventy-two hour -
readings.

Bio-Toxicology Laboratories, Inc. e Toxicity and Applied Research Studies - Animal and Human
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E P SC

FOR
—EVAIUATION OF SKIN REACTIONS

A. Erythema and Eschar Formation :
Very slight erythema (barely perceptible)...cccesceccccoscscans

i

Well defined erythema. . cvceeececescoccsascssccasasssascsnncs 2

Moderate tofsevere erythema...ceeeeveeeccoceoosocnsonnesans 3
Severe erythema (beet redness) to slight eschar formation

(injuries in depth) e cveeueseeessasossesccnsocacacannns 4

'mmmssibleemmmascm....................Q.... 4

B. Edema Formation

Very slight edema (barely perceptible)...ccececeescssscccccnoos 1
Slight edema (edges of area well defined by definite raising)..... 2

Moderate edema (area raised approximately 1 MM.)veseesccccces 3
Severe edema (raised more than 1 mm,. and extending beyond
area Ofexposue).......‘...'..I...I....O.C.... 4

Total possible edema SCOr@..ceeeesceccocsooscovensanse 4

Total possible score for primary irritatioN.ecccececosccecse 8
or sensitizatioN.ecsvecccesscsces B

Primary Iritation Index Sensitization

2 orless........mild irritant 2 or less..ceee.e0.mild sensitizer

2 = S.eeeeeee.omoderate irritant 2 = S.¢ceseeeess. .moderate sensitizer
6 or above......severe irritant 6 or above..........S€vere sensitizer

Bio-Toxicology Laboratories ¢ Toxicity and Applied Research Studies - Animal and Human
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SCORE SHEETS

Varisoft 475

Varisoft 475 (5% free amine)
Varisoft 475 (13.5 wt. % solids)
Varisoft 475 (13.5 wt. % solids-
5% free amine)

Bio-Toxicology Laboratories, Inc. e Toxicity and Applied Research Studies - Animal and Human




PRIMARY IRRITATION STUDY

risoft 475

ize Woodard and Calvery

-28e~

RABBIT SKIN
COMBINED
INTACT ABRADED AVERAGE
72 HRS. 24 HRS. 72 HRS.
0/0 1/0 0/0
0/0 1/0 0/0
0/0 1/0 0/0 0.92
0/0 1/0 0/0
0/0 1/0 0/0
0/0 2/0 0/0
I
{
0.67 1.17
-f Compound 0.92




PRIMARY IRRITATION STUDY

¥
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Product Tested Varisoft 475
(5% Free Amine)
Test Method Draize Woodard and Calvery
| RABBIT SKIN
ANIMAL ——— ABRADED iovngAmGz:
NO. SEX 24 HRS. 72 HRS. 24 HRS. 72 HRS.

1 M 1/0 0/0 2/1 1/0
2 F 1/0 0/0 2/2 1/0
3 F 0/0 0/0 1/1 0/0 2.55
4 M 0/0 0/0 2/2 1/0 |
5 M 1/0 0/0 1/1 0/0
6 F 0/0 0/0 2/2 1/0 \

AVERAGE 0.67 3.83

Primary Irritation Index of Compound 2,55

Erythema/Edema




;oft 475

;% wt. solids)

» Woodard and Calvery

YRIMARY IRRITATION STUDY

-28g-

RABBIT SKIN
COMBINED
NTACT ABRADED AVERAGE
72 HRS. 24 HRS. 72 HRS.
0/0 1/0 0/0
0/0 1/0 0/0
0/0 1/0 0/0
0.75
0/0 1/0 0/0
0/0 1/0 0/0
0/0 1/0 0/0
i
| o
0.5 1.0

Compound 0.75




PRIMARY IRRITATION STUDY
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Product Tested ! Varisoft 475
(13.5 wt. % solids - 5% free amine)
Test Method Draize Woodard and Calvery
| RABBIT SKIN
ANIMAL —— " BRADED c;ovghmg
NO. SEX 24 HRS. 72 HRS. 24 HRS. 72 HRS.
1 M 1/0 0/0 1/1 0/0
2 F 1/0 0/0 2/1 1/0
3 F 1/0 0/0 2/2 0/0 ]
4 M 1/0 0/0 2/1 0/0 1.92
5 M 0/0 0/0 1/1 0/0 -
6 F 1/0 1/0 1/1 0/0
AVERAGE 1.0 2 83
Primary Irritation Index of Compound 1.92

Erythema/Edema
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ACUTE ORAL LDS0 TOXICITY STUDY

Varisoft 475 (13.5 wt. % solids)
Varisoft 475 (13.5 wt. % solids - 5% free amine)

i.aboratories, Inc. e Toxicity and Applied Research Studies - Animal and Human

t\
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METHOD - ACUTE ORAL TOXICITY

A group of approximately 30 albino male and female rats, fasted
for twenty~four ho'urs were employed to establish an LDgq range for each
product under test.

Young adult rats which had not been used for previous test purposes
were assigned to various dose levels at random. Both sexes were equally
distributed.

The product under test was placed in a glass syringe and introduced
through the esophagus into the stomach with a stainless steel catheter.

Animals on the same.dosage level were then placed in a common cage
with free access to food and water. The animals were observed daily for a”
two week period. No postmortem, or histopathology examihat;ona were

performed in this particular study. ST

Bio-Toxicology Laboratories ¢ Toxic:"ty and Applied Research Studies - Animal and Humen
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SCORE SHEETS

Varisoft 475 (13.5 wt.% solids)
Varisoft 475 (13.5 wt.% solids - 5% Free Amine)

Bio-Toxicology Laboratories, Inc. @ Toxicity and Applied Research Studies - Animal and Human
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ACUTE ORAL TOXICITY ASSAY

Varisoft 475
(13.5 wt. % Solids)
EXFERIMENTAL DATA

Dosages 0.5 cc./Kg. - 16.0 cc. /Kg. Animals Fasted male & female albino rats
Concentration Undiluted (as received) Weights 200-300 grams
Grous Ne. Dose N-nbnrnud Day of Deathn Total
No. | Animabs Leve 1{2|3|als ;L’ 819 |10{11{12|13]14 s* .
! S 0, 5y Ke f 5 0
u 5 1.0 ceiks. # S 0
m | g 2.0 ceike S 0
w 5 4.0 ceiXe 5 0
v 5 8.0 ccike S 0
vi |5 [|16.0cxke 5 )
v cctKe.
vin cciKe. |
X . cclKe
OBSERVATIONS»

Animals dosed at 0.5 ¢c./Kg. - 2.0 cc./Kg. did not exhibit any effects
from the test material. -

At the 4.0 cc./Kg. and 8.0 cc./Kg. dosage levels, slightly unkempt coats
were noted for approximately 24 hours after forced feeding.

The animals dosed at 16.0 cc./Kg. exhibited slightly unkempt coats after
dosing. Normalcy returned within 2-3 days.

Equally non-toxic to males & females.

D, = Over 16.0 cc./Kg.
W, = Over 16.0 cc./Kg. (95% Confidence Limits = Not Established)

WDwe = Over 16.0 cc./Kg. * D = Deaths

* 8= Survivale
Bio-Toxicology Laboratories ¢ Toxicity and Applied Research Studies - Animal and Human
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ACUTE ORAL TOXICITY ASSAY
Varisoft 475 (13.5 wt. %

- solids - 5% free amine)
EXFERIMENTAL DATA

Dosages (.5 cc./Kg. - 16.0 cc./Kg. Animais Fasted male & female albino rats

Concentration Undiluted (as received) Weighs 200-300 grams
Grous Ne. Dose Number and Day of Deaths | Totad —
No. | Animale Level J=l 2|3|4|5]6j7]!8|9 10j11]12}13 141 s* p*
1 5 0.5 ek 5 0
1 S 1.0 «ciKa S 0
m 5 2.0 ceiKs 5 0
v 5 4.0 ceixe 5 0
v 5 8,0 e~Ke 5 0
i | 5 [16,(ei%e 3 0
n <ciKsn.
VIt :.e.lKj“
1x celKe
x “""-H S S L1

OBSERVATIONS:»

Animals dosed at 0. 5 cc./Kg. - 2.0 cc./Kg. did not exhibit any effects
from the test material.

At the 4.0 cc./Kg. and 8.0 cc./Kg. dosage levels, slightly unkempt coatx
were noted for approximately 24 hours after forced feeding. :

a

The animals dosed at 16.0 cc./Kg. exhibited slightly unkempt "coats after
dosing. Normalcy returned within 2-3 days.

Equally non-toxic to males & females.

b, = Over 16.0 cc./Kg.
0, ™  Over 16.0 cc./Kg. (95% Confidence Limits = Not Established)

Pie =  Over 16.0 cc./Kg.
* D = Dunthe
* 8w Survivels

Bio-Toxicology Laboratories * 7Toxicity and Applied Research.Studies - Animal and Human
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SUMMARY & CONCLUSIONS

B e e A A A 4B A L AL

Varisoft 475

Varisoft 475 (5% free amine)

Varisoft 475 (13.5 wt. % solids)

Varisoft 475 (13.5 wt. % solids - 5% free amine)

-

“dea -

Bio-Toxicology Laboratories, Inc. e Toxicity and Applied Research S'tudies - Animai and Human
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* ' & CONCLUSIONS  _ STUDIES PERFORMED
. .TY DATA DRAIZE EYE IRRITATION
E_ Varisoft 475 X PRIMARY IRRITATION

ACUTE ORAL TOXICITY
2 Individual Score Sheets
- Detailed Information)

ZE EYE IRRITATION STUDY albino rabbits
eyes unwashed eyes washed eyes washed
Total Mean Total Mean Total Mean
CTURE Points Value ¥ Points Value Points Value
ea
nctivae

equires labeling under the Federal Hazardous Substances Act.
Joes not require labeling under the Federal Hazardous Substances Act.

{ IRRITATION STUDY - F.H.S.L.A. Procedure 6 albino rabbits

imwy Irritation Index: 0.92 (mild primary irritant)

‘ARY IRRITATION STUDY - D.O.T. Procedure 6 albino rabbits

imary Irritation Index: 0.8 (mild primary irritant)
: Ratio regarding six rabbits

Evaluation of Observation time
Site Skin Reaction 4 hrs, 24 hrs, 48 hrs,
t Non-Corrosive 6:6 6:6 6:6
ded Non-Corrosive A:6 6:6 6:6
TE ORAL TOXICITY Acute Oral LDgg Study - 30 albino rats
.ngle parenteral dose) F.H.S,L,A. Procedure ~ 10 albino rats
‘ute Oral LDsgg Study: Federal Hazardous Substances

Act Procedure:

50 95% Confidence ~ Dosage: 5.0 c.c. or 5.0 gms./Kg.

Limits Deaths:

‘equires labeling under the Federal Hazardous Substances Act.
—oes not require labeling under the Federal Hazardous Substances Act.

ey levay 1 qhnrp'qrn’pg Inp” o TAavjinitie and Jnn["»r_] Docormsnb Creidinn bismand mawrd Lo
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SUMMARY & CONCLUSIONS STUDIES PERFORMED

OF TOXICITY DATA DRAIZE EYE IRRITATION

SAMPLE _ Varigoft 475 X PRIMARY IRRITATION
(5% Free Amine) ACUTE ORAL TOXICITY

(See Individual Score Sheets
for Detailed Information)

DRAIZE EYE IRRITATION STUDY albino rabbits
eyes unwashed eyes washed eyes washed
Total Mean Total Mean Total Mean
STRUCTURE Pgognts Value Points Value Points Value
Cornea
Iris
Conjunctivae

Requires labeling under the Federal Hazardous Substances Act.
Does not require labeling under the Federal Hazardous Substances Act.

PRIMARY IRRITATION STUDY - F.H.S,L.A, Procedure g6 albino rabbits
Primary Irritation Index: 2.25 (moderate primary irritant)
“PRIMARY IRRITATION STUDY - D.O.T. Procedure 6 albino rabbits

Primary Irritation Index: 1.7 (mild primary irritant)
Ratio regarding six rabbits

Evaluation of Observation time
Test Site Skin Reaction 4 hrs, 24 hrs, 48 hrs,
Intact Non-Corrosive 6:6 6:6 e 6:6
Abraded Non-Corrosive 6:6 6:6 7 616
ACUTE ORAL TOXICITY Acute Oral LDsg Study - 30 albino rats

(single parenteral dose) F,H,S.L,A. Procedure - 10 albino rats ‘
Acute Oral LDgg Study: Federal Hazardous Substances

Act Procedure:

LDsgo - 95% Confidence Dosage: 5.0 c.c. or 5.0 gms. /Kg.
Limits Deaths:

Requires labeling under the Federal Hazardous Substances Act.
Does not require labeling under the Federal Hazardous Substances Act.

Rin.Taxirnlnov | abnratarieg Ine. & Tayjnitr and 4 nalicd Doconmmnk Cosdine  dmimmn! mwd ermarss
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SUMMARY & CONCLUSIONS STUDIES PERFORMED

OF TOXICITY DATA X  DRAIZE EYE IRRITATION

SAMPLE Varisoft 475 X  PRIMARY IRRITATION
(13.5 wt. % solids) X ACUTE ORAL TOXICITY

(See Individual Score Sheets
for Detailed Information)

DRAIZE EYE IRRITATION STUDY 6 albino rabbits
6 eyes unwashed eves washed eyes washed
Total Mean Total Mean Total Mean
STRUCTURE | Pbints Value | Points Value Points _ Value
Cornea 0 0.0
| _Iris 0 0.0
Conjunctivae 16 2.7

Requires labeling under the Federal Hazardous Substances Act.
X Does not require labeling under the Federal Hazardous Substances Act.

PRIMARY IRRITATION STUDY - F.H.S.L.A, Procedure 6 albino rabbits

Primary Irritation Index: 0.75 (mild primaryv irritant)

PRIMARY IRRITATION STUDY ~ D.O.T. Procedure 6 albino rabbits

Primary Irritation Index: 0.6 (mild primary irritant) -

Ratio regarding six rabbits
Evaluation of Observation time
Test Site Skin Reaction 4 hrs, 24 hrs, 48 hrs,
Intact Non-Corrosive 6:6 6:6 | + 626
Abraded Non-Corrosive 6:6 6:6 " 6:6
ACUTE ORAL TOXICITY X Acute Oral LDsg Study - 30 albino rats
(single parenteral dose) F.H.S.L.A, Procedure - 10 albino rats
Acute Oral LDgq Study: Federal Hazardous Substances
B Act Procedure:
LDsg =~  95% Confidence Dosage: 5.0 c.c. or 5.0 gms./Kg.
Limit Deaths:
Dver 16.0 cc./Kgr. =08
ot Established

Requires labeling under the Federal Hazardous Substances Act.
X Does not require labeling under the Federal Hazardous Substances Act.

Riﬁ-Tl\x;l‘ﬂ'ﬂdv ] ahnrg'nri-q 'r!f:. - Tn‘f"n-'n- And Jﬂ""’ﬂr’ Parcornrrh Cladiae boimen] moud Hespmarnn
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SUMMARY & CONCLUSIONS STUDIES PERFORMED

OF TOXICITY DATA X DRAIZE EYE IRRITATION
SAMPLE_Varisoft 475 X PRIMARY IRRITATION
(13.5 wt. % solids - 5% free amine) X ACUTE ORAL TOXICITY

(See Individual Score Sheets
for Detailed Information)

DRAIZE EYE ;&RITATION STUDY § albino rabbits
6 eyes unwashed eyes washed eyes washed
Toial Mean Total Mean Total Mean
STRUCTURE Points Value Points Value Points Value
Cornea 0 0.0
Iris 0 0.0
Conjunctivae 18 3.0

Requires labeling under the Federal Hazardous Substances Act.
X Does not require labeling under the Federal Hazardous Substances Act.

_PRIMARY IRRITATION STUDY - 6 albino rabbits
. Primary Irritation Index: 1.92 (mild primary irritant)
PRIMARY IRRITATION STUDY - D.O.T. Procedure 6 albino rabbits
Primary Irritation Index: 1.3 {(mild .
Ratio regarding six rabbits
Evaluation of Observation time .
Test Site Skin Reaction 4 hrs, 24 hrs., 48 Frel
Intact Non-Corrosive 6:6 6:6 . 66
Abraded Non-Caorrosive 6:6 6:6 6:6
ACUTE ORAL TOXICITY X Acute Oral LDs5g Study - 30 albino rats
(single parenteral dose) F.H,S,L,A. Procedure - 10 albino rats
Acute Oral LDsg Study: Federal Hazardous Substances
o Act Procedure:
LDsg 95% Confidence Dosage: 5.0 c.c. or 5.0 gms./Kg.
Limits Deaths:
Over 16.0 cec./Kg.
Not Established

Requires labeling under the Federal Hazardous Substances Act.
X Does not require labeling under the Federal Hazardous Substances Act.

Ri()-Tﬂx;(‘n'ﬂav I_nbnr?tr\ri-q 'r'll: ~ T”Yif"‘"' A ‘nnl"'n’f .po‘-pn'plu cﬂvndy',u- Awirmaml mwd Llersmnm
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Ethoxylated and Imidazolium Quaternary Ammonium Compounds:

Additional Information and Responses to letter dated
February 22, 1993 from Dr. John D. wWalker,
Executive Director, TSCA Interagency Testing Committee,
to Dr. Jim T. Hill, Director PIR Program - CSMA in regard to
Data Submissions from QUATS Steering Committee Members
Filed in Response to the 22nd Report of the
TSCA Interagency Testing Committee

¥
Attachment 3:
Report to Northern Petrochemical Company -

Eye Irritation Tests with Eleven Samples in Albino Rabbits
[IQAC 68122-86-1, 5% dispersion]




Y

REPCRT TO

NORTHERN PETROCHEMICAL COMPANY

EYLE IRRITATION TES:I‘S WITH
‘ ELEVEN SAMPLES
IN ALBINO RABBITS

IBT NO. A2182

I. Introduction

At the request of Northern Petrochemical Company, an eye
irritation test was conducted with each of eleven samples. The
samples werc identificd as follows: A

. Varsulf 142-37, Lot 156-23, 20% Dispersion
Varsulf 142-37A, 20% Dispersion

Varifos 156-27, 28% Dispersion

. Varisoft E228,Lot V12-201222, 5% Dispersion
Varisoft 475 Lot V34-207309, 5% Dispersion
Varisoft 3690, Lot V9-209123, 5% Dispersion
Varisoft SDC, Lot V12-110320, 5% Dispersion
Varisoft 3262, Ref. 157-8B, 5% Dispersion
Varisoft 100, Ref. 157-8A, 57 Dispersion
Adogen 432, Ref, 157-8C, 5% Dispersion
Varisoft 136-62, 5% Dispersion

. . .
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II, Sunynary

The results of the rabbit eye irritation tests conducted with

" eleven samples are summarized below.

Results
Maximum Mean
Test Material % Dispersion Irritation Score Rating
Varsulf 142-37 20 21.7/110.0 Mildly Irritating
Varsulf 142-374 20 18.3/110.0 Mildly Irritating
Varifos 156-27 20 41.3/110.0 Moderately Irritating
Varisoft £228 5 62.0/110.0 Extremely Irritating

Varisoft 475
Varisoft 3690
Varisoft SDC
Varisoft 3262
Varisoft 100
Adogen 432
Varisoft 136-62

11.3/110.0 Minimally Irritating -
12.0/110.0 Mildly Irritating
86.3/110.0 Extremely Irritating
12.6/110.0 Minimally Irritating
15.7/110.0 Mildly Irritating
84.0/110.0 Extremely Irritating
17.0/110.0 Mildly Irritating

oy n Wi

Respcctfully submitted,

INDUSTRIAL BIO-TEST LABORATORIES, INC.

Report prepared by: /%q:zr»’_??‘// /%4/

Kenneth Ebbens, B.S. ~ i
Assistant Toxicologist
Acute Toxicity

.Report approved by: Q bA~ o ’\V\ C/;/R\A,
Carmen Mastri, B.S.
Senior Group Leader
Acute Toxicity

M. L. Keplinger, Ph.D.
Manager, Toxicology

chm i .
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III. Investigational Proccdure

The same procedure was followed for each test material,

Young albino rabbits of the New Zcaland strain were used to

evaluate the eye irritating properties of the test material. The test

method was patterned after that of Draize et al. *

The test matcrial was instilled into the conjurctival sac of
the right eye of each rabbit according to the trcatment procecdure
prescnted in Table I. The left eye of each animal served as a control.
At each scoring interval the cornea, iris, and palpebral conjunctiva
were examined and graded for irritation and injury according to a
standard scoring system®. The maximum possible score at any one
examination and scoring period is 110 points, which indicates maximal
irritation and damage to all three ocular tissues. Zero score indicates
no irritation. The scoring system is presented in Table II. In this
scoring system, speci-al emphasis is placed u;;on irritation or damage

to the cornea, while less emphasis is placed upon damage to the iris

and conjunctiva. .

After the complction of the test, the scores were analyzucd,nalnd
a descriptive eyc irritation rating was assigned to the test material.
The criteria used for assignment of the descriptive rating are the fre-
quency, thc cxtent, and the persistence of irritation or damage which
occur to the threc ocular tissucs.
% Draizc, John Il., Woadard, Geoffrey, and Calvery, Herbert O.,

“"Mecthods for the Study of Irritation and Toxicity of Substances Applicd

Topically to the Skin and Mucous Membrancs, " J. Pharm. & Exp.
Ther. 82, 377 (19:41). ..
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\ - TABLE II

Eye Irritation Tests - Albino Ralbits

Scale of Weighted Scores for
Grading the Severity of Ocular Lesions

Ocular

Tissues Description. ] Grading

Cornea ®Opacity (A)

Opacity - Degrce of density (area which is
dense is taken for reading).
Scattered or diffuse area, details of iris

clearly visible. 1
Easily discernible translucent arcas, details
of iris slightly obscured. 2
Opalesccnt areas, no details of iris visible,
size of pupil barely discernible. ) 3
Opaque, iris invisible, 4
Area of Cornea Involved (B)
Onc quarter (or less) but not zero, 1
Greater than one-quarter but less than one-
half, . 2
Grcater than one-half but less than three-
quarters. -3
Greater than three-quarters, up to whole
area. 4
Scorc cquals AxB x5 Total maximum = 80" .
Iris Values (A)

Folds above normal, congestion, swelling,
circumcorneal injection (any or all of these
or combination of any thcreof), iris still

rcacting to light (slugmsh rcaction is
[ ]

positive). 1
No recaction to light, hemorrhage, gross
destruction (any or all of these). 2

Score cquals A x 5 Total maximum = 10
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‘ TABLE II continued
Eye Irvitation Tests - Albino Rabbits

Scale of Weighted Scores for
Grading the Severity of Ocular Lesions

Ocular
Tissues Description * Gradine
Conjunctiva Redness (A) :
Redness (refers to palpebral conjunctiva only).
Vesscls definitcly injected above normal. 1
More diffuse, deeper crimson red, individual
vessels not easily discernible. . 2
Diffuse bcefy red. 3
Chemosis (B)
Any swelling above normal (includes nictitating
membrane). l
Obvious swelling with partial eversion of the lids. 2
Swelling with lids about half-closcd. 3
Swelling with lids about half-closed to completely
closed. 4
Discharge (C)
Any amount diffcrent from normal (does not in-
clude small amount observed in inner canthus
of normal animals). 1
. Discharge with moistening of the lids and hairs
just adjacent to the lids. R 2
Discharge with moistening of the lids and hairs
and considerable area around cye. 3
Score (A + B+ C)x2 Total maximum = 20

Note: The maximum total score is the sum of all scores obtained for the
& . . . .
corneca, iris, and conjunctiva.
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The rating is arrived at by selecting the maximum mean

{rritation score at onc, 24 or 72 hours after instillation. If the rate
']

of dissipation of injury does not mcet the requirements defined for
the descriptive rating appropriate for a particular numerical s_core,

the descriptive rating is raised by one or more levels. The rating
system is presented in Table III.
/
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TABLE III

Eye Irritation Tcsts - Albino Rabbits

Classification of Test Materials

Based on Eye Irritation DPropcerties

Definition

Rating Range
Non-Irritating 0.0 - 0.5
]
Practically > 0.5- 2.5
Non-Irritating
Minimally >2.5-15.0
Irritating

Mildly Irritating  >15.0

Moderately >25.0
“Irritating

25.0

50.0

[
To maintain this rating, all scores
at the 24-hour reading must be zero;

otherwise, increase rating one level.

To maintain this rating, all scores
at the 24-hour reading must be zero;
otherwise, increase rating one level.

To maintain this rating, all scores
at the 72-hour reading must be zero;
otherwise, increasc rating one level.

To maintain this rating, all scores
at the 7-day reading must be zero;
otherwisc, increase rating onc level.

To maintain this rating, scores

at 7 days must be < 10 for 60% or
more of the animals. Also, mean
7-day scorc must be < 20, If 7-day
mean score is < 20 but < 60% of
animals show scores <10, then no
animal among those showmc7 scores
> 10 can exceed a score of 30 if
rating is to be maintained; otherwise,
raisc rating one level.

™
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TABLE III continued

Eye Irritation Tests - Albino Rabbits

Classification of Test Materials

Bascd on Eye Irritation Properties

Rating

Range

Definition

Severely
Irritating

Extremely
Irritating

>50.0 - 80.0

>80.0 - 110.0

”~
To mairtain this rating, scores
at 7 days must be < 30 for 60% or more
of the animals. Also, mean 7-day
score must be < 40, If 7-day mean
score is < 40 but <607% of the animals
show scores < 30, then no animal
among those showing scores > 30 can
exceed a score of 60 if rating is to be
maintcined; otherwise, raise rating °
one level.
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IV. Results

The rcsults of the eye irritation tests are présented in Tables
4

IV - XIV
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Ethoxylated and Imidazolium Quaternary Ammonium Compounds:

Additional Information and Responses to letter dated
February 22, 1993 from Dr. John D. Walker,
Executive Director, TSCA Interagency Testing Committee,
to Dr. Jim T. Hill, Director PIR Program - CSMA in regard to
Data Submissions from QUATS Steering Committee Members
Filed in Response to the 22nd Réport of the
TSCA Interagency Testing Committee

Attachment 4:

Report from Rosner-Hixson Laboratories, Skin Irritation
[IQAC 68122-86-1, 5% dispersion]
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R E P O R T Laboratory Na. PT72-10
CLIENT: Northern Petrochamical Company of Des Plaines, Illinois.

SAMPLE:  Varisoft 475, 5% Aqueous Dispersion. 57524 PA

OBJECT: To determine the skin irritation potential of the sample in accordance
wvith Federal Hazardous Substances Labeling Act Regulations.

“ray,

EXPERIMENTAL & RESULIS:

The hair was clipped from the abdomsn of six male albino rabbits
and two areas of the abdomsn spproximately tsn centimeters apart
wvers designated for application of the patchss. A one inch square
- site on the right side was abraded while a similar sits cn the
: left remained unabraded.

One-half milliliter of the sample was placed on ths skin under
a small sfuare of cotton gauze and msintained in contact with
the skin under a larger squars of polyethylene film and anchored
to the skin with strips of adhesive tape. A square of flannsl
cloth wvas then taped around the trunk of the animal to further
protect the patches from being dislodged.

After 26 hours the vest and patches were removed and the skin
examined for signs of irritation (erythema and/or edema) .
Examination was made again after 72 hours.

Skin {irritation scores are presented in Table 2. See Appendix
for Evaluation of Skin Reactions in Primary Irritation Test.

The primary irritation scors of 0.83 indicates that the sample
is not a primary skin irritaat. S

SUMMARY & CONCLUSION: o
Varisoft 475, 5% Aqueous Dispersion, was tested for primary skin
trritation in accordance with Pederal Hazardous Substances Labeling
Act Regulations.

Application of sampls to intact and abraded skin..of rabbits produced
a primary irritation score of 0.83. Since minimsl score of 5 1is
required for classification as a primary skin irritant this product
is not a primary skin irritant.

On the basis of the test, Varisoft 475, 5% aqueous dispersion, is not
a primary skin irritant in accordance with Federal Hazardous Substancee
Labeling Act Regulations. Consequently, precautionary labeling as a
skin irritant is not required.

——

June 6, 1972 ROSNER-HIXSON LABORATORIES

Je on, Technical Director
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B WARF INSTITUTE, INC. —

MADISON, WISCONSIN

Reports are submitted to clients on a confidential basis. No reference to the work, the results or to the Institute in any form
of advertising, news release or other public announcement may be made without written authorization from the Institute.

Analysis for

Description of Sample

Date Received

Submitted by

Claimed Content
Results

Method

Remarks

FORM 2-4

- REPORT
Skin Irritation
Liquid
11-5~76 Control Number Varisoft 475 (5 Active)

Richard M. Egan
Ashland 0il, Ine.
Dubl}n, OH

Skin Irritatiom Index: 1.75

Please see attached protocol. -

| ..

\
Signed , »
by and for the WARF INSFITUTE, INC.
Date Decamber 9, 1976

“vARF Institute No. 6111267




B WARF INSTITUTE, INC.

MADISON, WISCONSIN
PRIMARY SKIN IRRITATION Client Ashland 0il, Inec.

WARF Institute No. 6111267 Sample Varisoft 475 (5% Active)

Test Animal: Young adult rabbits (approximately 14 weeks of
age) of the New Zealand white strain weighing 2.5 to 3.5 kg were procured,
maintained individually in screem bottom cages in air conditioned quarters,
provided comtinuocus access to commercial laboratory feed and water and
held for a conditioning period of at least 7 days.

Method: Conditioned animals were chosem at random, treated and
maintained as specified for the conditioning period.

The hair ¥as clipped from the back amd flanks of the animal. The
test material was applied to two areas om each rabbit, 1 abraded area,
and 1 intact area, in the amount of 0.5 ml per area im the case of
liquids or 0.5 gm per ares in the case of solids. Ths treated aress
vere covered with a gauze patch and taped to maintain the test material
in comtact with the skin and decrease the rate of evaporation. The
aninsls were immobilized for a 24 howr period at vhich time the coverings
vere removed and the degree of erythemsa and edema were recorded accordiag
to the scale below. A second reading vas takem at 72 howrs. The average
of the 24 and 72 hour readings were used to determine the primary irritatiom
index for the sample.

Concentration of Test Material: as submitted

Results:

24 Hours (1) 72 Hours (1)
Animal Abraded Unabraded Abraded Unabraded
Number Er. Ed. Er. Ed. Er. Bd. BEr. Ed.
1l 1-1 1-1 1-0 1-0
2 1-1 1-1 1-0 1 -0
3 2 -1 2~1 1-0 1~-0
4 1-1 1-1 1-0 1-0
5 2-1 2 -1 1-0 1-0
6 2 -1 2 -1 1-0 1-0
Score 24~howr 2.50 72-hour 1.00

Primary Skin Irritation Index (2): 1.75

_(1). Score equals sum of erythema and edema readings.
(2) Skim irritation index equals average of 24 snd 72 hour scores.

Erythema and Eschar Formation Score Edema Formatiom Score
Slight erythema Slight edema (barely
Dafined axrythema perceptible) 1

Moderats to severe erythams
Severe erythema to slight
eschar formationm

Defined edema (edges
definite rising) 2

Moderate edema (area
raised 1 mm) 3

Severe edema (raised
msore than 1 mm) 4

& WKNe
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CERTIFICATION OF EXPERT REPORT
The report—titled:
Ethoxylated and Imidazolium Quaternary Ammonium Compounds:

Additional Information and Responses to letter dated
February 22, 1993 from Dr. John D. Walker,
Executive Director, TSCA Interagency Testing Committee,
to Dr. Jim T. Hill, Director PIR. - CSMA in regard to
Data Submissions from QUATS Steering Committee Members
Filed in Response to the 22nd Report of the
TSCA Interagency Testing Committee

¢

has been prepared by the undersigned who certifies that any
conclusions drawn in this report are based on a reasonable degree
of sgcientific certainty and the training and experience of the
undersigned.

/Ad- Feoll =

John A. Todhunter, Ph.D.
Fellow, American Institute of Chemists
Diplomate, American Board of Toxicology

7-29-93

Date
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BACKGROUND

History and Nature of Present Report

In response to the 22nd Report of the TSCA Interagency
Testing Committee ("ITC"), members of the Fabric Softener QUATS
Steering Committee ("The Committee"), through the auspices of the
Chemical Specialties Manufacturers Association, submitted a large
number of studies and reports to U.S. EPA.

In response to these submissions, the ITC, via a letter
dated February 22, 1993 from John D. Walker, Exectuive Director,
to Jim T. Hill, of CSMA, requested clarification of the relation-
ships among'%arious of the QUATS covered in the aforesaid sub-
missions, Jjustifications for proposing some QUATS as analogs of
other QUATS, and various, miscellaneous other points of 1infor-
mation.

The Committee engaged its outside consultant, Dr. John A.
Todhunter of SRS International Corporation, to review the letter
and provide the additional information and/or points of <clarifi-
cation which were requested. :

The present report is that prepared by SRS International at
the request of the Fabric Softener QUATS Steering Committee.

- Scientific Background

The present report deals, in large part, with justification
for drawing toxicological analogies between various of the QUATS
which are used in fabric softeners.

In this regard, it must be noted that most of the toxico-
logical and ecological effects potential of these compounds is
driven by rather non-specific physico-chemical effects as opposed
to compound specific biological interactions. For example, the
skin or eye irritancy of these compounds is generally-similar and
is not very sensitive to whether the test substance is EEQ*, an
IQAC or a PEQ compound. These effects are produced by defatting
of the skin or by a similar defatting of and solubilization of
membrane components in the eye and such effects are a physico-
chemical effect which is not highly gensitive to differences 1in
structure, _so long as any changes in the structure does not
abolish ~ the defatting effect. In contrast to such non-specific
effects, these compounds do not appear to have any significant

* EEQ is not now, nor has it for many years (if ever) been
produced for commercial use in fabric softeners. As a racult,
there are no studies on EEQ. PEQ is, in any case, an excellent
analog. EEG is homologous to the PEQ series and is defined
as a PEQ with less than an average of 1.5 ethoxy unite in the
polvethoxy chain.

CSMA: QUATSREP.FUP Page 1




ability to bind to specific biological receptors (membrane bound
or 1intracellular) and are at best poorly absorbed from the oral
or dermal-routes of exposure. Thus, they have little 1if any
potential for producing toxic effects on humans, domestic ani-
mals, or wildlife (including aquatic organisms) by "classical"
mechanisms of toxicity. For these reasons, data on a small number
of these compounds will be useful in evaluating other compounds,
even 1if they are in another structural class. Of course, for
homologous compounds, the analogy will be quite excellent.

For the above reason, and so as to be as responsive to the
ITC's interests for each specific QUAT listed in the 22nd 1ITC
report as possible, data was provided in the previous submissions
of the Fabric Softener QUATS Steering Committee on compounds
which are @nalagous to the specific compound for which ITC
requested information. In some cases the analog is of the same
structural c¢lass. In some other cases, the analogs were of a
different structural class but, due to the non-structure specific
mechanisms for production of the effects of interest, were consi-
dered to provide appropriate information as to the toxicity
potential of the specific compound of interest to ITC. In a few
other cases, if any toxicological effect were possible, it would
be produced via interactions with specific functional groups
which are common between different structural classes of the
quaternary ammonium compounds at issue.

In the detailed responses to the ITC's letter of February
22, 1993 which follow, the appropriate structural information is
provided for ITC's reference and ease of comparison. Also, the
basis upon which specific analogs were proferred is provided.

CSMA: QUATSREP.FUP Page 2
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Dermal Sensitization Study in Guinea Pigs -
Raltech Reports Nos. 871605, 871606 & 871607
[IQAC 68122-86-1]
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(aRISCEFT w73: LOT 113¢9K

SKIN CUNSTITIZATION
DRJIECIIVE:  TO DETZrMIsE THE DELAYED CONTACT HYPERSENSTTIVITY FCTENTIAL OF &2
TZIE2T “alI®TAL IN GUIMNEA PIGS.

TEST ALI¥al: TWENTY-F_UP ACCLINATED GUINEA FIGS, WEIGHING FROM 333 TO 426 G
WZLE USzZD F2P THIS STUDY. TUE ANIMALS WERE DIVIDED INTO TWO CGROUPS
TONSISTIYG OF A NRIVY CONTROL GROUP CF FOUR GUINFEA PIGS AND A TRETATED GROU
OF TwENTY GUINEA FIGS. AN ECQCUAL NUMBER OF KARLE AND FEMALFE ANINALS WERE
PLAZED T EACH GRAUF. THE ANINMALS WERE IDENTIFIED BY ANIMAL »UMBER AND

HT ANIYAL_ wERE INTIVIDUALLY HCUSEDR IN SCREEN-ROTTCM CAGES IN

.
1) =1

DENOEALLTUED AND SUMITITY CONTROLLED ROOMS. 2ANIXALS WERE PROVIDED CONTINUC
ACCZSS TDO PURINA GUIXEA PIG CEOW AND WATEF THROUGHOUT THE STULY PERIOD.
PPEFARATION OF TEST MRTERIAL: TO PREPARE A 1.0% WEIGHT/VOLUME MIXTURE, 1.0

OF VARISOFT 475: 10T 1138K WAS WEIGHED INTO AN ERLENNEYER FLESK. STERILE
0.%% TSLINE WAS ADDED TO MAKF A TOTRL VOLUME OF 100 Ml. THF FIXTURE WAS
THEN STIRXED USIANG R STIR PLETE AND A MAGNETIC STIR BAR TO A UNIFORNM
SUSP?:NSICX. THE TEST “MATERIAL WAS PREPARED FRESH PRIOR TO EACH APPLICATIC
TREATYTNT T5E DAY BEFCRE EAC! AFPLICATION THE HAIR WAS REMOVEL FROM THE
TET SPOULOER COF ERCH ANIMAL WITH ELECTRIC CLIPFERS. THE TEST MATERIAL
WES ATFLTET T3 ONF FIEA ON EXCH ANIMAL BY PLACING O.4 ML OF THE FRESHLY

PreP*AED TZST SURSTR.CE ON A WEBRIL FAD (7/82 INCH X 1 INCH) AND PLACING
THL PAD 0N THL TIET SITE ALONG THE MIDIINME OF THE BACK. THE FATCH WAS
‘C&?=Fu ~1TA EU2RTT LAF AND T2CUFED WITH AN OVERWFAP OF ELASTCPLAST TAPE.
{57 DLZT3I%5 REAIMNEL IK FLACE FOR R PERIOD OF SIX HCURS AT WIICH TINE T-
wiS pIY¥3YVFD. TE< TECT MRTERJIAL WAS REMOVED EY A GENTLE RINSE WITH WARK
wATE® PEFIRE FETURNING THE ANIKALS TO THEIR CAGES.

THE ANIMALS RECEIVED ONE APPLICATION FER WEEX FOR THREE HEEKS FOR A TOTAL
CT TELFT ATFLICATICNT N
T4l wLi{Y FOLLOWING TEE ADMINISTRATION OF TEE THRIRD SENSITIZIXG DOSE, A
CitLlFYZFT DOSE AT A VOLUME OF CeL ML WAS ADMINISTERED TO THE TEST GROUP

W THE ITYE MARNNEP AS DURING THE SENSITIZING PHASE OF THE STUCLY. AT THIS
TI¥D, T4Z FOUE NARIVE (FREVIODUSLY UNTEEATED) CONTKOL ANIMALS WERE ALSO
THIRTED YITHE A CHALLFNGE RPPLICATION. THE CHRLLENGE APPLICATIONS WERE MAD
TO A FPESHLY CLIFFEL SKIXN SITE TEAT EAD MOT PEEN PREVIOUSLY TREATED.
TRZAJY-FLUF HOURS BFTER PRIMARY CHALLENGE, TEE ANIKMALS WERE DFPILATED WITH
NEZT CuLAY YRTIK FEMCVF® (WHITTHALL LAPORATORIES, INC., NEW YCPFX). THE
DEFILATIRY WAS APFLIFL ON THE TEST SITES AND SURROUNDING ARERS FOR TEHIRTY
¥INUTZSE. THEN THF CT7ITLATORY WhS THOROUGHLY WASHED CFF WITE VARM WATER,
TEr ANIMALS CRIED wITE A TOWEL RNC RETURNED T0 THEIR CAGES.

CBSCRVATIONS: THE REFLICATION SITES WERE READ AKD SCOKED FOR EFYTHEMA ARD
EDFMA AT 24 AND u4® E"CURS FOLLOWING ERCH APFLICATICN DURING THE SENSITIZING
THARSE UF TEE STUDY. FEACTIONS TO THE CHARLLENGE DCSE WERE REAL AND SCORED
TAS EOUSEZ AFTER CDEFILATION AND 24 HOURS LATEER (ue HOUE SCCRES). THE ANIEA
¥ERE CZISTAVED FOn GENEEAL BEHAVIOX AND AFPEARANCE ONCE DARILY DURING THE
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LOT 113(K

SIATION  (CCNTINUFD)
STUDY FERIOD. BODY WZIGHTS WERE TRKEN AT STUDY INITIATION AND AT
I TERVALS DURIXG TEE STUDY.

i T STUDY TCRYINATION ALL ANIMALS WERE EUTHANATIZéD FND DISCARDED.
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 2PTg oo 73 L3T 113K

SYIN SINSTITIZATION  (COYTTNUED)
TEST AYIMAL:  ZUINER TICS
S2ULCE: DEAN Dang, LU E#BURG, WwI
ORTZ B»IMALS SECEIVED: 7/10/81

DATLY TEST STARTED:  7/022/81 CATE TEST COMILETED: 8721781
SUANARY OF SKIM REZCTICNS*»

¢ TEST GROUP - ¥ALES

CYNTITIZING PFHACE CHALLERGE PHASE

TeFEL RPPLICATIOXS SINGLE APPIICATION
ANIvaL ERYTVZIMA EDEMA ERYTHEMA ZDEMA
YUNZER AVF. (HIGH) AVE. (HIGH) AVE. (HIGH) AVE. (HIGH .
641003¢¢e 0.C (0) 0.0 (0) 0.0 (0) 0.0 (0)
64173369 0.C () .0 (0) 0.0 (Q) 0.0 (0)
6410037¢C 0.C (0) c.0 (0) 0.0 (%) 0.0 e
64125371 0.C (0) 0.0 (¢) 0.0 (0) .¢
64100372 0.5 (9 0.0 (0) 0.0 (C) 0.
641C0373 0.0 (0) 0.0 (0) 0.0 (c) O..
64170374 0.0 (0) C.0 (0) 0.3 (0.5) Je.0 (0)
6412037¢ 0.9 (G) 0.0 (0) 0.0 (0) 0.0 (0)
641C037¢ .0 (C) 2.0 (0) 0.0 (0) 0.0 (0)
(41206377 0.0 (0) .0 (0) 0.0 (0) 0.0 (0)
NRAIVZ CoaT771L )
6410C3y3 UNTKEATED 0.3 (0.5) 0.0 (0)
6417C39¢4 UNTREATED 0.0 (0) 0.0 (0)

**THY LVEIDASE ETYTSFNMA AND EDE¥: VALUE IS THE MEAN SCOFRE FOR TEE SIX OBST
TIONZ (SEZNSTTIZIN THZATMENT) OR TWO OBESERVATIONS (CHALLENGE" TREATMENT)
THZ FTPLICATION SITE iOR EACE ANIMAL. TET HIGH EEADING IS THI HIGHEST
“CHORT hECORDED FON TVE RESPECTIVE ANINAL DURING THAT FHASE OF THE STUDY.
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ARISOFT 4735: LOT 113&K

~KIV SINSITIZATINN (CONTTINJED)
TECT AXIYAL: GUINFR TICS
SCURCE: DEAN DAUL, LUYL¥BURG, WI
DAIFT AWINALS RECEIVED: 7/1¢/81
CATZ TEST STA&TFD: 7/:22/81 D2ATE TEST COMILETED: €/21/81

SUMMPRRY SF SKXIN REACTICNS*e (CaNT.):
‘ TEST GROUP - FEMALES

STISITIZING PHASE CHRALLENGE THASE

THEEEL APPLICATIONS SINGLE APPLICATION
ENIMAL EFYTHEMA EDE¥A ERYTHENA EDEXA
NU¥PZR AVE. (HIGH) 2AVE. (HIGH) RVE. (HIGE) AVE. (HIGH)
64100410 0.0 (0) 0.0 (0) 0.0 (0) 0.0 (0)
64100420 0.0 (0) 0.0 (0) 0.3 (0.5) 0.0 (0)
64120421 0.0 (¢) 0.0 (0) 0.0 (0) 0.0 (0)
64100422 0.0 (0) 0.0 (0) 0.0 (0) 0.0 (0"
641506423 0.0 (0) 0.0 (0) 0.0 (0) 0.0 (¢
64100426 0.0 (0) 0.0 (0) 0.3 (0.5) 0.0 (G.
6417042¢ 0.0 (0) 0.0 (0) 0.0 (0) 0.0 (0)
641r0U35¢ 0.0 (0) 0.0 (0) 0.3 (0.5) 0.0 (0)
6U14C431 0.C (9) 0.0 (0) 0.0 (0) 0.0 (0)
64100432 0.0 (0) .0 (0) 0.0 (0) 0.0 (0)
NATVE CONTROL -
64100424 UNTREATED 0.0 (0) 0.0 (0)
641004 2€ JNTREATED .0 (0) 0.0 (0

**THE AVTRAGE EZRYTHEYR AND EDE™A VALUE IS THE MEAN SCORFE FC® THE SIX OBSEh.s
TINYS (STNSIT1ZING TYEATMENT) OR TWO OESERVATIONS (CEELLENGE?TRgﬁTHENT) OF
TRE STULTCETION SITE FOR EACE ANTMAL. THE HIGH READING IS TH} HIGHEST
PTADING PLCIRDED FOR THE RESFECTIVE ANIMAL DURING THRAT PHASE (F THE STUDY.
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<RISTFT 473: LOT 1137k

SKIN Lo SITIZATION (CCXTINUED)

GENERAL REMAVIOP AND h-tEARANC:=: ALL OF TEE GUINEA PICS USED Il THIS STUDY
ATFEREZD NOaM!L THIOUGEOUT THF STUDY PERICD. YOR%AL BODY WEICHT GAINS WER
EZCOaDED FOL ALL ANIYALS PUKING THE CCURSE OF THE STUDY.

SKIV ngrcrione 7o vrfrocpe 475: 10T 1138BK (1.0% W/V ACUEOUS) :

ONVZ MALE :nINRAL (MO €4100374) AND THREE FEM:LE AFIMALS (NOS. 64100420,

€u1dLLLE AND S41CLU3C) XERCTED TO THE CHALLENGE RPPLICATION WITH A VERY
FPLINT NJVCONTLUENT EFYTHEMA AT THE 24 HOUR OBSERVATION.

ONE MRLZ ANIMAL (NO. €4100376) IN THE NAIVE CONTROL ALSO RESPCNDED WITH A
VERY FAINT NONCONFLUENT ERYTHEMR AFTER RECEIVING C.t4 PL CF THF 1.0% W/V
\\&E}TU:? JETEST SRTE:TAL.

"FCAUSE THT SXIN :ZACTION IN THE TREATED ANIFALS DID NOT EXCEED THE MOST
. SEIVIPL TuaTROL RIM)CTICN, THE RESPONSES WERE NOT SUBSTANTIAL EMNOUSH TO BE
\ CONSIZZRLD PCZITIVE - CR SENSITIZATION.

ONTLUTICN: CECRUSE K5 SENSITI?ATINN WAS DETECTED IN TRIS STUDY, THIS TEST
METERIAL I3 NOT CCONSILERETD A STRCNG SKIN SENSITIZER.
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B Test G
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rowp BT No. B7)605

Dermal Sensitizatiom In Guines Pigs - Body Wei hts
M

seri le

Varisof+ Y7
Vehicle Q3% =saline Test Compound Lot 1138 K

Control Group ALA Vehicle NA

ey &
Animal Number _
eHI10-| L4io- 6YI10-| oo10- H/0- |4 I0- | LY IO- GCHIO~
0368} 039 | 0370 | 03| O3l 0372|037y |ozqs :;:i;n Da
L0 914 1386 |y2e | 4o 4 |34z |39y _ep| afas
AR5 1413 1438 | 499 | 97/ | Yu3 | a5 [490 _NIR [ ]2
8567 [BH0 | 500 1559 558 JI0 (570 | e lg/F
_@m_&_ﬁ__&_@__ﬁ__ﬂb__b&.&“
05| ©e8| 43| we8 | bes | L719 | 582 730 | _£p el
Animal Number _
CHIO=-4/0- Tech~
0376|0311 adcian | Date
. /98
386 | 37 Scale Used: K Tren 4809 el ”
Y20 1443 | Sewe st v uR/R i
1530 535 | SesdeUsd: ¢ v 4309 1€ | 8/s
| (a3 Scale Used: . _ TeoN 4RO | 8
90| (HAQ | scale U“d:KTQQL\ N804 £R_ 8“&
_ | - Scale Used:

NA - Not Applicable




~

Sensitization in Guinea Pigs -

E Test Croup RT No.R7) GO S Vehicle

Dail Observations
sterile

Varisof+ 415 :

QY% .salingest Compound Lot 138 K

. Positive Comtrol Group MNA Vehicle NA Room No. __g
—=ex J Anisal Number —
CHI0- 16410~ [6410- | 6410- | Gu1o-] oitr0- G410~ 6410 reen-
0368 |03 |C3TC [0271 |o372| 0313|031y ©375 nician | Date
v - 1981 |
N N N N N N | N N | ¢ }1]32
N N N N N N N N_] eg 2{&3 .
N N N N A N N ML K704 |
R AaAwyawawany &L v | g | TP ¥
VAW AwawwaAw 2NN AN A/
VAV NN NERIY, AN R1 9/53
NN N OIN Iy Ty [ [y N [1[2%
NONJIN PN N TN [N N Ty 212G |
e EEvEESNEENE Y VDY 7721730 |
o S I N I N BN N AL uI'M?j_"/
W 10 1o N O ) |~ 1y e 1Y
SIS BN IR N I N | 77| fA
N NN N | N | 792 | §/a
N O [ D %‘5‘ PR
oL |l o oo 1 K
N NNV K IV T T e oo I
N | N N N IN N TN AN e | 8hn

N - No Visible Abnormalitias

NA - Not Applicable



‘ Dermal Sensitization in Guines Piog -

D811y Observacions Varisof+ 475
X test crowp m= No. aumvmag?q:';g'eugaue Compound Lot //38 K
@ Positive Coutrol Group NA Vehicle NA Room ¥o. _ 2
— 52 L e ]
EAEEN T =
. | 98|
N N \ TAKIES
Iy \ | o nla3
N N \ N AT
| | & A\ 2| Ths
i A £ 2
. [ A \ g ! -
pERIVEEY \ ADY
N 129
N A < kel 30
SENE Ot
Q| 0 \ Y=t/
s LA \ -7 N
| AD \ ‘- 772 | &/
#/ /@L \ 8/y
—al | o | Y |8k
N IN | | R0 Bl
N | N . NIESEZ
A P | /g
’ N - No Visihle Abnormalities
~\. -

NA - Not Applicable




f‘\_

sterile
g Tast Group RT No. 871GOS vVehicle

Sengicizarion in Guinea Pigs -

Dail Observationg

Varisof+ 4715 :

Q3%.salindest Compound Lot /)38 K
. Positive Comtrol Group MNA Vehicle [NA__ Boom No. -
=ex Animal NMumber
CHIO- | 6HIO- |6410- | 6ui0- [Guio- | ouro G410~ 6410 rech-
O3L8 | 0309|0310 0311 | 0392 ©373| 0374 [0375| atciam Data
. 1981 |
2| vl ol ol T o wraascii”
N Wl W vl g v W2
A | W | N VYA VA VAR Y, L 8/ |
AL AL AS AL L AL NS NSRS VA J’M_-&[E
N | N N NI N T NN N £L 1843
AMo|A Y A ) y N N, .
O BN IV VR EVA BV NENVERNERITY
__NJ N AJ Al AJ Al AJ A 8
AW AVEFPEYrE R a0 157
SV Ve EvVE ENE N FVAENENYE R
NI N N L N N N N o | olie
J W N W VNl A | A | ) |5z
N | W N NNV TV Taw o
\K
— \\\
R
\

N = No Vistble Abnormalities
RA - Not Applicable .
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S

A

X

NA Vehicle

Dermal Sensitization in Guinea Pigs - Datly Observacions
terile

Test Group RT No. 870,05

@ Positive Control Group

—Sox 2

Vehicle09% SalindTest Compound Lot //3 8 K

Varisof+ 474

Animal Mumber

A —

-

410~
0376

G4lo-
©371

Dats

\

981

\

Sf

€a

=4

A
A
A

VA

N

N

)

FRE RO B
3

Al
.

n

N
N
A

P k.
N

X

\

N - No Visihle Abnormalicies

NA - Not Applicable



N_STHBY

] tese crowe: 17 o. 811O R venicle 0% saling mavertal bt 1138
) w410~

m Positive Control Group ]sm Vehicle NA Animal No. 0236 8‘

Date Animal Received 7!;9)8} Date Initiated _77/33

Source Dgnn hﬂll] Sex Cz . Challenge Date 8,;3!&

q
rringll FOPR B ol RN %
tiging e va ema -
Dose No. (m\) :;::?d <
o.4 A NA NA » | 74
\ —JA_
T e e e e e
o-4 A A . [N 1NN [NN29
% 5 Eza
? Noab—a——x—To Tafteize
o.4 NA NA  ma 4
3 Low 13 = %:A%@%
Cho.llcnse 0.4 “ A XA &_" |
Do onf—i— o
%8 —

8 = Dosage spplied by technician indicated
NA - Not Applicable

-




\\j

i DERMAL SENSITIZATION STERY IN GUINEA PIGS

. Test Varise 4+
g Test Group: RT No. &'—L‘&b Vehicle u-im Mnterill ot 1138 ¢
IO~

’ m Posi:ich Control Group NA Vehicle NA Animal No. O (¢ S

Date Animal Received '7} IQJBI : Datce Inx:u:nd zlaa

Souree _Doan Dai) Sex a . Challenge Date &l'c

Sensi~ Obser-
tizing Dose? vation Irythema Tdema -
adeall RSV 5 , aa |
.4 A NA M | P P
‘ 26 o Q. £P, 123
}.0%% %8 2 "o BT A YR
o-4 A NA RA NN [OR4G
24 r e od /A T=)
< 1.0-% %8 % g % » ’%3 |
o.4 A NA M %_@Eﬁg |
e . AL ¢
3 1.0% §§ % % 21 g af:
Crodlenagl 04 | u u | o e |al
Dose 24 &) Q TR ETS |
L [10% ) 0 ORI VT T
NA NA -
= R — —

4 = Dosage applied by techpbician indicated
NA - Not Applicable

-




K_STUBY IN GUINEA PIGS
ri.le Tast

g Test Group: RT No. M Vehicle 09% salire Mate

E@ Positive Comtrol Group NL Vebicle NA Ani

Date Animal Received '7! QJ 8\ ) Date

Source _Doan Dal sex __ L Challe

Sengi- Obser~
tizing Dose? u::.: Erychess Edema ‘
Dose Wo. Cm\) :;:.) .
| o.4 m n m | 7
[y i ; E [
1.0% vy = Sk
3 o-4 A A m | NN
24 @) 1IN
1.0% a8 wom ! i&wi
3 0.4 NA zgé KA %;
2%
1.0% 23 e = m——
Chdlgnae 0.4 “ " X
Dos .09 2% %) @) Sl |
—_— . d 48 0. - (o2 &£ ;
A NA M Y
26 T
%8 N

a = Dosage 'applicd by techoician iodicated
NA - Not Applicable




_ STEDY IN PIGS .
™ . - YT  regt Variso++
~ 2 Test Group: RT No. 8:’_&9_5 Vehicle 23% <alineg Material ket 1138
HIO-
' m Positive Control Group NA Vehicle NA Animal No. Q 32 'H
Date Arimal Received "1itgl8! Date Initisced "'Zg.‘l
Source w Sex 8 . Challenge Date 8!1‘
‘
Sensgi~ : Obser- #
tizing Dose?® vation Erythema Tdems
Dose Ko. (,:‘ |) Period
(Hrs)
| 0.4 }12 % m | P17/
1.0%% %8 o~ o L3872 BT R
~ 2 o. 4 A _NA_ _n [N \’59 ’)/ILC)
T 2 ., |
" 'OO'° ﬁ % % ~n -'{a
0.4 NA NA N N | 7| 8/
3 Tt avomivissom
).0% Y o g | so T 80
- NA e | LR 3
o~ Io 48 Q D ey | g3
e - )
~12%.=. NA N .
4{8 . -\4‘_1
3 = Dosage applied by techoician indicatced
NA - Not Applicabdle




~ . STEBY IN GUINEA P1gs
rile
~ g Test Group: RT No. &U_‘p&b Vehicle 09% <gline

' m Positive Comtrol Group NA Vehicle NA

Date Animal Received "}, | Ql 2|

Source _Doan Dal Sex 2 c

Sensi- Obser-
tiging Dose® va::.: Erythems Edema
¥o. Pe
poee (m1) (Bes)
o.4 “ “ -
R » 7% =
1.0%6 %8 5 Oi
0.4 NA NA NA
- 24 >
- 2 1.0-% %8 % Yo g
3 i 0.4 NA NA NA hi
4
.0% it T
Cho.ncnge 0.4 “ N KA £
3
-DOSC '-O’O % 8 %‘)
B ey _
—A _NA_ NA |
zr‘ - &-‘
%8 ,

4 = Dosage applied by techoiciano indicated
NA - Not Applicable




RERMAL SENSITIZATION STUDY IN GUINEA PIGS

Test Group: RT No. 8.1“&5 Vehicle o—i-iﬂ.h.m Material Lot 1138 K

Test

Vorisodt+ 475

LY IO~

' m Positive Comtrol Group NA Vehicle NA _ Anigal No. Q§73

Date Initiated mzﬁ_l
Challenge Date al 19 I BI

’ o]
Date Animal Received 7’3‘9' R |

soss DoanDaul s 2

¥
Sensi- Obser- E
tizing Dose® vation Irythems Ldema -
= T | R e
o.4 7Y L TY w | P 7hr
\ » 7
'O°1° 5:.7 % Qg c)zj::i 22
o. 4 NA NA m | NOA M 7/29
} loaP—i—T—e—to it
{ 0.4 A NA N N 7|8k
> [ow T —to ot
Challengy 0.4 N . m | co leo lsliq
Dose .09 % % =) X) £8et 820
— lild 48 Q o Z1F7Z7am
NA NA :
26 m——e—— = - A
48 — S

a - Dosage applied by techmician indicated

NA -~ Not Applicable
ruord-r?% error '!latlai &R,




STEDY GUINTA PIGS .
. ) rile Test Variso++
O resecrowr: wm o, BT1(OS vehicle 03% saling perersa; Lot 1138

M IO~

m Positive Countrol Group NA Vehicle NA Animal No. O3 !H

Date Animal Received F}JLQ!B’ Date Initiated '7!22‘

Souree "Doan Dal Sex (/3,\ ) " Challenge Date Q) e

’
Sensi- QObser-
tizing Dose?® vation Erythesa Edema
Dose Neo. (""‘) :;::.gd - : ‘ ,
0.4 N N NA ? 217
| 7% (@) 7.
1.0% a8 % el fiz UL 2724
3 0.4 A NA AN % )| 29
1.O% — T—T% T
3 0.4 NA NA D RA ‘?\g 8/ |
6 - I\ " #s)
).0% % ) o T TR
C.hallenge o.4 T" NA NA £2 8|19
Dose : I 0% L4 L£L.8 - s lse
: 48 Q i . &_1-&, 7471

a2 - Dosage applied by techoician indicated
NA - Not Applicable :
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)

N_STUBY IN GUINEA PIGS

. ) Test Vamsb'g"-
g Test Group: ®T No. 87O S vehicle Q_%.:Mmgm:erial Lot 1138
L4IO-

' m Positive Control Group NA Vehicle NA Animal No. o217 5‘

Date Animal Received 7’\0\& Date Iniciated ”'&2!

Source Dznn hq“] Sex 8\ ) Challenge Date 8]|3|l

]
Sensi~- Obser~ .
tizing Dose® vacion Erythesms Edema -
Dose No. (m\) {;::?d |
| 0.4 n oy m | G717
%
|O°’o 28 : ? Cf)’ 45&; L 22 ‘
- o-4 A A m AN (AN
A O ; 7,
A o512 T = TWiwhs
: 8/
{ o4 NA __ m | AN
> [ow 0T T
Challe 0.4 a " a c -
'Des:ae l07° ZT Q 2 ﬁ% )EAL 2;!/2:3 |
— . 48 o (=4 r ‘FL_{_@ 2.
P——— — = B
& R e = g

4 = Dosage applied dy techpnician indicated
NA - Not Applicable




~ STEDY IN GUINFA PIGS

’ ; _ e Test Varise ¥+
- 5] test croup: RT No. 87O 5 venicle 3% saling Material kot 1138 |
IO~

m Positive Comtrol Group NA Vehicle NA Animal No. §23'7(o‘

Date Animal Received ’7]!0'8\ Date Initiated "/ 2

Source Dgnn I)g“] Sex 8 : Challenge Date E“g“

4

Sens i~ Obser- %
tizing Dose?® v.::.:: Erythema Tdema
Dose No. (m \) {;:') .
| 26
o Rt
—_ o.- 9 A " NA Y "\\l_&_
2| 2 Noal—2—F—= — %m 2= o
0.4 XA NA  ma 7| 2K
3 1.O % ‘ Z;a o) h%@ ‘P, '1
Challe 0.4 m RA A
’Das:3¢ 1.0 i% ) o %%%L
070 %8 2 o 2l lecd ,
%8 _ﬁﬁlg\_

2 - Dosage applied by techoician indicated
NA - Not Applicable

-
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v L,

STEUPY IN GUINEA PIGS .

g Test Group: RT No. m Vehicle 09% saling Marerial ket 1138 |

LYIO-

' m Positive Control Groub I\‘/A Vehicle NA Animal No. Q 5'!‘[

Date Animal Received "f’ 10\ 2 | Date Initisted "'! 23 l

Source Dgnn hg“] Sex a Challenge Date 8“3“

Sensi- Obser~ k
tizing Dose® vation Erythema . Edems
Dose Fo. (m;) :;::.i.;d |
o.4 n oy m | PP 7
\ A i |
T e e = e A
o-4 »A NA m [N INXY 129
- 1.1.0% i = o D ”N_ 7429_4:4
{ 0.4 KA NA__ A I 8]
3 1.0% 3 Lz I Kiﬁp’f.;‘g £
Challengel o 4 " u NA o | olm
D 2% ) fe [0 1 2120
% 11.0% i3 e N 2 Y R
— | m nA NC
FUMMN B Sw—— -

a8 - Dosage applied by techoician indicated
NA - Not Applicable

-—




™
bt @ Positiv

Dermal Sensitization

e Control Group AA Vehicle

In Guines Pigs - Body Weights
Sterile
Test Group RT No. K705 veniel

¢Q3%0 =qline Test Comp

NA
o

T Animal Number o
IO - GHIo- | Ll -] L9106 - 410 LY 10- [Lqio-Toa,
o419 | O4ao [oYal [ovyaa OH23[ OHa L | o429 |oy:
393 | 356 | 380 | 318 | 368 | a5y 330 | wo
[ —
9511399 [ Y31 | 39, 727 1402 | 339 | yg-
300 | 469 149 | 44p Y65 1463 | dio | 57
| SL5| =) 92 | =4 | 57 | yeo '
L G6[T | S47 S 1519 |«0S | 555 | 544 68f
O _ Animal Number T
LHIO=- | H10 - o

o431 oHdA
354 | 3u5 Scale Used: | 4809 -
3Q| <O\ Scale Used: K‘WO\J (*&OO\ .
44 | HSq | SewleUsad: ypen W05 _
S| SO| | oMU by HrAg _
535 | 5 Scale Used: - | 480% —

_ Scale Used:

a

NA - Not Applicable




Dermal Sensitizatiom in Guines Pigs - Daily Observations

g Test Gréup BT No. 87 GOS Vehicle

sterile

Varisof+ 47185 :

Q% salindest Compound Lot 1138 K

Positive Comcrol Growp __A/A  Vehicle __ A/A  Room Mo. -2
. Animal Mumber o
CHIO- | 6H10- |H10- | GuiIO- edio-| 6d/10- H10-|tLy10- Tech=
OH19 |oHao| oual |ovyaa [od4az|oYae 0429 [0y3C|nician | Dats
' 198
N N | N N | N N N ol 1)aa
NIN L vl vl w] ol v T v el 7as
Nl N N V N W . N Kl 24
Al al | & | pf | | a | | o] P %S
M1 N VAR A N V4 R a B | 24L |
Ao s\ ar Lo VN N | A ] ope]
VAN IRV VY, N AN | =/28]
N NN N/ NN N_ N a9 | 724
N Lo g Ly N] N LN Ty P Yo
V. N R BN N A DY
iR l0 To To 0T, [yl
SHESE SN i el N N N2
SN Ny b A Ay N | 772 | ¥/
N A) Iy nJ A ) | de) | T
~AwYawawvANaAa AR 9; |
NINTIN TWN TN v T A T 709 2
N N N L NN TN [ NN cplen

N = No Visible Abnormalities

NA - Not Applicable



Bal Sensitization in Guines Pigs - Daily Observations - =

N - o Visihle Abnormalities

NA - Not Applicable

g Test Group RT No. alua_Q_sVGhicl‘o.j% Salindest Compound Lot //38 K
E"E Positive Control Group NNA _ Vehicle NA Room No. _ I
——=en T Animal Number o
©410-| pdio- Teche
o433 oy n bician | Date
y 1981
N | N \ & /33
M| N A | _€R | v/a3
N N \ L |k
&l \ TP | 7S
N1 M \ _BlIAC
ARl \ < | 731
NN, - N 1T7/28
A 0/ ' \IK X 712.1
SIS \ 77 | 7/30
sy | Al - . /N
N \ i v
SENS 1\ c 790| FA.
N \ 772 | 3/3
N A \ dl | o
AN X | 8/
N | N - KXY (2l
N | N N\ | e [8/7
al 2188



Dosa Janze
D ON GU

g Test Group: RT No. 5 11O B venicle %umi:::rm Varisof+ Y475

Soline Lot = |38 K
Date Animal Received 5228 lat ;
Soures " Do a1 | Sex 5 Date Inicisced :24245/
I | .

T
- 13
e, Obser- :"l E |
lanimsl No. | Dosed ;;u_:: Irycthems Tdems j: ;
| (m)) | s f 9
- ,
” 0.5 | ' q)
03/ :: 3 o“A | LP | Fs%' -?h?) |
. % 3
L 0.5 N NA e el |
' 03/86) | :j : o g ;E ?n?g_{
/0% ) X ] Qo Py ' q‘f 2/ |
f uA NA A |
| 26 J |
[ ) |
:
|

4 = Dosage spplied by technician indicacad
NA - Not Applicable
@I’zcordfn%_ ermor ",QIBI L




Dermal Sensitization In Guinea Pigs - Bcdz Weights .
Naive sterile Varisof+
B0 7eee Group RT No. 87,05

~ Vehiclew¢ Test Compound Lot 1138 |
- @ Positive Control Group NA Vehicle_ﬂﬂ_
Animal Number _
410~ | 410~ | GHIO-| L4104 Tech- |
,gaqzzg ;:-3‘17‘1 O‘-fga“ oq;f: ‘ nician | Da
418] 37y 329 N\
5201 452 [ 409 | vo0 N
5751508 | 415 | 4z, AN
7! Sy | ug ~N
705 | 0386/ | 5a3 | \\
’:) Animal Number —_—
Tech-
adcian Dat
. /€
\ Sctle Used: K Tron H809 _ _ER._Z,LL
\ Scale Used: | TROWER . ) m;ﬁﬁ
\ Seale Used: | TRom RO " RI%ls
\ Scale Used: T | Lena N K_! -
\ | scale vsea: b Tron 4809 R |8]\q
_\- Scale Used:

NA - Not Applicable
® form chcmae Y20/8: sp.

)




M‘ 'Sg;t;u:io_n_ in Guinea Pigs - Daily Observations
Naive

E@.‘t Group BT No. 87/({ 0.5 Vahicl

Varisof+ 475 :

€0.9% SalirgTest Compound Lo+ UIB K

O form change Yaoc/s:i co

E Positive Control Group __NA4  Vahicle ~ANA___ Room No. —i— )
Animal Number

GH10-| bHio-|6910- | Luio- Tech-

0343 | 0294 f:uahi oYas alcisn /9“‘“ |
N A A A £R. "/aa
N | N N N R 1)az

LN AN N N wl 2/z</ |
Nl W ed-" ) A
o/ N v "'/ JL-.ZQE__
N 1N | A | N R 9/ |
N AJ NJ AN Zud WEY =
N N [N N N | 7/29 |
o NIV S 797 /3o
- N N RN DL_.?Z:M

I8 N Ny 4 19
AL A Ny il
N L] A) W ?/3
N Y, ’DL dol_| %/
A \ | P8 |
NI N TN N \ | MY 2/
NI NN [N \ e | 8]y

ala oo \N_ 27| 9k

N - No Visihle Abnormalities
@h@v@, ' NA - Bot Applicable



Dermal Semsitization in Guines. Pigs - Daily Observations
Naive sterile
*02%2 SalipgTest Compound Lot [/38 K

Varisof+ y7s:

@ Positive Countrol Group A Vehicle MA Room No. J
Animal Number
6410 bH10- {6910 | Lifio- Tech-
033 o294 [ocuad |ouas nician | Date
_ 198/
&l |l |\ RoTAR-/L
N1 w] p D \ | F/0c
AN, }k x|
NI oS N nS X R
NI N N € ol
Moly | A A% \ x/;z17
SV YV VR \ DA gh=
AJ A/ NI AL M_—Zﬂa—g
N o oy & _|8//7
NEEVEENEENE \ M| =le
N NI N N \ _& | 8y
NN TN T W \ A | 8/%
NNV M M \\ Yo /4
\
\
_ L 1\
\

N = No Visibhle Abnormaliries

NA -~ Not Applicable
© form c.hona.e VELYEY R




DERMAL SENSITIZATION STUDY E GUINEA PIGS .
Naive sterile Test Varisot+ 47
5= A Crous: rr ve. 81100 K Venicle Q99 gling Material Lot (138K

Date Animal Recsived al 1=18=3

swres DanDase)  ses R Dees bictecss 7/22 /8
L4

c,mumrmh glialgl

¥

o
I | : E I
i Obser- s P |
anisal No. nou“) ' ;::2:: Erythema Tdema : :
: 4
o410~ G“ (Hrs) N LqB.LJ
o023 | o.M A NA s | sp I "sligq |
3| 10% —g—0 O S
1‘- 0394 | o4 | M A A %&_‘.ﬂ_\s_
: | 26 -
J | 1.0% — - v 7
& oYy |- _ |
eoﬁ;# 1 A A M | eo 'sp | 5lig
| 26 ; - .
2| L0% b AT
o4as| oM u | Ré& | gA | ol e |
[ [ . r . ; |
4 ¥ 1 10% y — S o %
| ' e JA | S
26 ] |
%38 R s S—
a =~ Dosage applied by techmician indicated
NA - Not Applicablae
Qorm

d-sa.rgc /el £
@Wd‘ﬂ%cr r--ry:ul{':\ e




-~

Doss lanze
D S 0 Y GU P
’ Sterile Test
E Test Group: RT No. 81 [OQS venicle 0.9 Saline Material Variseft: 475

Le¥ 1138 K

Date Apimal Received 5}_39/8!

souree Dzan Dail sex _ 3 Dace Initiaced __wi/

E 7 %
! = 8
| 6410~ Obser- : ‘i‘ f'
" lapimal No. | Dosed ;.g:,:: Zrychema Zdema . :,
(”"O (Bra) [ 198/ |
0.5 Y A w | l 0 114
03 7 n Ec :l 12
c Do %—% 2 YT 2 77
)—. . 0.5 | NA 3A NA 2P 2z
! Oal 7 L 26 LO LQ » LTI
) 5.0% ! 48 o ) STiN
WA ’
24
¥ )
KA
-
4 = Dosage applied by technician indicatad
NA = Not applicable
f .




Head

@B
@}_‘@
T Dose Runze

DERMAL SENSITIZATION STUDY IN GUINEA PIGS
Test
E Test Group: RT No. 2:2‘@ Venicle Mgterm \/ar'l 30;{-{- /7

LOT 1/ 38K

Date Animal Received ‘4[!0/3'

Sourcs Ile.ﬂnmﬂ Ul - Sex (V1 Date Initiaced ML

——& § ¢ |
W10 - Obser- ; z -
dnimal No. | Dosed ~ vation Erythema Edems ‘e :
ite) | (W) | T f o
O%@Sl 05% e——— o :r!m o2z |
Zﬁ% “: /f A ' ;'
OZ®5/ 0.5 | 7 78 | NJY lMG'V’HZZ
| & | QO , O o) :
T e
9 19% — 33— ' : E

1<% A R W SN VW T, P
025110 | u | w . ml\mfgza_
(5) hang 2% ! }T‘ ' %L x
l!!!' Q 48 i . R AEN i IPN /4
| —— “ @ | N

@Rorig Evvor wlzzfg we—

a8 = Dosage applied by techuician indicated
NA - Not Applicable




N_STUBY IN GUINEA PIGS
_ We ‘r..t VO.PISOQ' |

] tese Growp: 7w oo 811 O Vehicle 03 saling pamcrias ket 1138 K

IO~

m Positive Control Group NA Vehicle NA Animal No. Qﬂ a )

Date Animal Received 7 1 \o| =) Date Initiaced f]laa !

Source Dgnn hg“| Sex % : Challenge Date 8‘\3'&

¢

Sensi- Obser- %
tizing Dose® vation Erythema Edems -
Dose Ho. (-"‘D t;::?d |
0.4 7/
\ 7 o
1.0%% %8 % o) T2 BT R T
3 0.4 A NA w | NR WY 919 |
% 7/
.0 % & 2 % ?L._MM _ILLKL
3 Q.4 NA NA _m | Y|P 8k |
1.0% ——iF o) %__A% 7]
Cho.l\cnaq 0.y NA NA NA e leo loliq
2 D 251~
2 NowP—i—F—a—re i
NA NA MR
E: \_;—‘_ ‘

8 = Dosage applied by techuician indicated
NA - Not Applicable




A

N_STEUDY IN GUINEA PIGS . ‘
WW?(“Q T‘.t vo.l’\sog' Y

5] Test Group: Rt No. BT1LO ™ venicle 03% saling Marersal kot 1138 K

IO~

m Positive Countrol Group NA Vehicle NA Animal No. §;2ﬂ aa

Date Animal Received WLthJ‘Qi Date Initiated ’7!3; zﬁ

Source Mﬂ&-‘ Sex 10- . Challenge Date a' 18 ]8]

r’ : .
Sensi- Obser~- 8 E
tizing Dose® vation Erythema Edema
Dose No. (m \) :;::?d ) - - Ha-q
0.4 " - " o dleTak/
\ 26 g 8 Y ) =
1.0% 48 - ) _)E ) SIEY”
0.4 N \Z
. 1.0 % r— o, - % ZETeN
. 48 &) D NL ‘y]&ﬁ
3 0.4 NA NA _ m /?Iz 3% |
. [ ( E
1.0% & % ) tp L2
Cho.l\cnae. o.4 “ - u § "
tW_Dos¢ .0% ) % ,)Q sz; .“L&_ﬂ:
—t =
24 — -
48

a - Dosage applied by techuician indicu«i
NA - Not Applicable

-




IT N_STEDY IN GUINEA PIGS :
wﬂm—ﬁme Te.t var‘s°q &

E Test Group: RT No. m Vehicle 09% <aling Marerial =2t 1138 K

IO~
E@ Positive Concrol Group NA_ Vehicle NA Animal No. O Y 2D

Date Animal Received 7]10!83 Date Initiated ] Zaal

source _Doan Dawd sex _ P . Challenge Date _S ' SIS

¢
Sensi~- | Obser- : e
tiziong Dose® ;&:i.:: Erythema Zdema
Dose No. (m \) (;:.)
\ 0.4 NA A NA %/Pé R 771 |
1.0% i % > S KJL%
- o.M NGRING 7;767
2 , % > Q:A %l A RN
1.0 % %8 O Y S YT
0.4 NA NA _m | R |7 8K
3 1.0 33 =2 S RS-
Challenae] o, 4 n KA | oo leplale
TE I [ £ b TLY
352 I.O 70 Z‘ ; 'no 4 n.‘Q_.) a’
‘;:‘h-h——é\ N -
48 L

a =~ Dosage applied by techvician indicated
NA - Not Applicable -




DERMAL SENSITIZATION STUBY IN GUINEA PIGS ' : y
™~ . - . rile Test \/o.rtsog'
: 5] test Grous: RT No. BT]O® venicle 03% saline Marersa; bt 1138 K
e IO~
m Positive Control Group NA Vehicle NA Animal No. OY a(o
Date Animal Received "I] IOJE\ Date Initiated '7’) =
Source w Sex 9 . Challenge Date 8|lq IBI
y)
S
Sensi- Obser- g
tizing Dose® vation Erythema Edema -
Doss No. Period
(m\) (Res) - Ha_“
0.4 A NA w | PSP P
‘ 2% {‘T‘“?
}.0%0 %8 g T O %
— 3 o-4 NA NA s | NIV INR A |
\ 26 \{Ez 7/30.
~ 1.0-% 48 8 NG Lf% ST,
0.4 NA NA  w | X &;é; 8
:5 26 () /Q %O il
1.0% %8 % ) e 1 eg Tar
Cho.llcnae o. \_| - M HA cp. . ﬁ
Dose 1.0% 26 o8 P 72 172
o ' 48 o) o) _ ?L.\m_dﬁl_
NA NA e
% B —— ' |

a = Dosage applied by technician indicated
NA - Not Applicable




) _ DERMAL SENSITIZATION STUBY IN GUINFA PIGS Voriso®t+ ¢
. rile Test
g Test Group: RT No. &_UE.QED Vehicle 03% saling Material ==t 1138 K
OHIO-Q .

”

Vehicle NA _ Animal No. 23 OYJ

* Techn cian vecOval' euro-r
n}'ﬂ |!.
Date Iniciaced 7/33 S

Challenge Date _ahﬂlaj

m Positive Comntrol Group NA

Date Animal Received i ‘ Ie} \ 81

Source w Sex ?

Q
Sensi- Obsar- % %
tizing Dose? vacion Erythema Edema
Dose WFo. (m\) :;:i?d ) % 1
| : S
1.0 % %8 @ e YA BT T
2 o-4 NA NA w | NN [NIN]1[29
26 [®) | :? 7/27
1.0 % %8 D &) \E e SYETE
0.4 A NA  RA /?‘ /?5 8K
1.0 3 o o e 1 ce1 81
C_t;.nenge O. "' lzu KA NA sR leg, 4[ 9
[ o) £ 2|9
. ose 1.0% = *':'AL % gé_ 2
NA NA T
26 k}
48

a =« Dosage applied by techoician indicated
Nb- Not Applicable
raccrdxn%fzrror 8‘20181 £L




L

QD

g Test

DERMAL Smﬁlz;MIQN STEPY IN GUINEA PIGS
- Sterile

Group:

RT No. &1}_‘2_0_5 Vehicle 09% <pling

m Positive Control Group NA Vehicle NA
Date Animal Received 7)10l8] D
Source Ignnjbaw\ Sex 9 o)
Sensi~- Obser-
tizing Dose® vation Erychema Edems
Dose No. (mD r;:::;d I
\ 0.4 u 5 % -
1.0%% 48 = S 17
o-4 NA BA na_|NR
2 [No% s % o
0.4 NA NA s | Z
' 3 1.0% % g °
Challen )
_Dcase3¢ lOOLj’ g: & Q = ;
— - 2 48 —_— Q 2

a = Dosage applied by techuicianm indicated
NA - Not Applicable




I N_STUBY IN GUINEA PIGS .
W—We T“t var‘Sog- q

g Test Group: RT No. BT[LQ S vehicle 09% <aline Material ot 1138 K
LHIO-

m Positive Control Group NA Vehicle NA Animal No. g 25 ﬁ\

Date Animal Received 7? IQI of Date Ipitiated ]f.g 218

i

Source Dgnn hﬂll l Sex ? . Challenge Date ﬁ’ 19 lal

f
(-]
Sensi- Obser- e
tizing Dose?® u::on Erythema Edems :
Dose Wo. Period :
e e (m\) (I.l:o)
\ 0.4 NA A __NA ‘L ‘
24 %‘ V) "d Wy
1.0°% 48 8 g R 1ozl
2 o-4 NA NA m | NS \\7‘93')?. |
. 26 ~ ) 7/3
1.0 % “8 o) & &__D&. _:m-g,
0.4 NA NA | R TASk
3 - 26 @) ®) QI [
1.0% 3| ) o ce |l s [ 8l]
Chal\ense. O.‘-l g‘ " XA o lsp I
24 fRa LR 18120
‘Dese .0% 48 29 Q. i& 22 |5/2/
NA NA o
26 e ——
48 —

& - Dosage applied by techuician indicated
NA - Not Applicable




(
r)*

E Test

m Positive Control Group

Date Animal

ION STUBY IN GU:

Group:

Received

Rt vo. B8TIEO S venic

NA Vehi

")!lQ[S\

| Sou‘rct DZQD Dﬂli‘ Sex %

Sengi- Obsar-
tiziong Dose? vation Erythema
Dose No. Period
(m)) (Res) |
\ 0.4 " -
26
1.0% 48 . =~ ﬁ
o-4 NA NA
Q 26 >
1.0 % %8 o
3 0.4 NA NA
26
_ 1.0% - 3 %
Cho.l\e.nae o.4 = XA
Dose .070 % Q j
- L8 — .
X NA
26 S
X]

a =~ Dosage appliad by techuician indicated
NA - Not Applicable
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"MOTUIFIED CLOSED PATCH TECHNIQUE)
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™

-::‘t’:': '/ﬁ{?...%.".......C.....‘..
TiRY 4. THECMSTON, BS
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R RSNt *7160¢ - TAGF 2

CT 4T3 1T 110Uk

TONZITITATION
FITIVE T ZETEZFEICE THI DELAYED CONTACT HYPERSENSITIVITY ECTENTIAL OF
PEST “-TerIAL IN GUINERA PISE.

TOANIIAL: TWENTY-FJOUR ACCLIYATED GUINER PIGS, WEIGHING FRCM 324 TO 416 G
SiE SED TP THIS SIUDY. THE ANIMALS WERE DIVIDED INTO TWO CROUPS

STI+G TF A NYALVE CONTROL GROUP OF FOUR ZUINEA PIGS AND A TREATED GROUP
ASNTY GUTNFEA :IGS. ®N Z_JAL KUMBER OF MALE AND FEMALE ANIMALS WERE

L I EFCP GRCUP. THE ANIMALS WERE TDENTIFIED BY ANIMAL YUMBER AND

= TAT.  THE ENLMEL WERE INCIVIDUALLY HYCUSZD IN SCREEN-BOTTCY CAGES IN
CTMPELRMIUnEZ AND HUMIZITY CONTPROLLED POOMS. THE ANIMALS WERE FROVIDED
"SRIINUOUT ACCESS TO PURINA SUINEA PIG CEOW END WATER THROUGHCUT THE STUDY
“RICD.

‘PARATTON OF TEST MATERIAL: 70 PRKEPARE A 1.0% WEIGHT/VOLUMNE FIXTURE, 1.0 €
TOVRZISOFT 47%:  1OT 1104K VAT WEIGHED INTC AN FRLENMEYER FLPSK. STERILE
«=% TALTNE WAS ADDED TD MAYE A TOTAL VOLUME OF 100 ML, THE YIXTURE WAS
"?EN STIRRED USING B STIR PLATE AND A MAGNETIC STIR BAR TO A UNIFORM
JSPENSION.  THE TEST MATERIAL WAS PREPARED FRESH PRIOR TO EACH APPLICATIOK.

NTMTN D SHE DAL ZErCRE EAC! APPLICATICN THFE HAIR WAS REMOVED FROM THE :
5a3PLOeR OF ZACH ANIMAL WITH ELECTRIC CLIPPERS. THE TEST MATERIAL WAS

rewxbo 25 ONE AnbEA 7N EACE aANIMRL BY PLACING O.4 ML OF THE FFESHLY PREPARED

CFUT UUBSTANCE ON A WEBPIL PAD (7/8 INCH X 1 INCH) AND PLACINCG THE PAD ON

o >T SITL ALCONG THE YIDLINE OF THE BACK. THE PATCH WAS CCVERED WITH

JAM AND STCURELD WITH AN OVERWRAP OF ELASTOPLAST TAPE. THE DRESSING

©D I% PLACE FOT A FERITD OF SIX HOURS AT WHICH TIME IT WwAS REMOVED.

i T MATERIAL WAS REMOVED BY A GENTLE RINSE WITH WARM WATER BEFORE

“TUENINS THE ANIMALS TO THEIR CAGES.

EIVEC ONE APPLICATION PER WEEK FOR THREE WEEKS FOR A TOTAL
ATIONC.

— M
OO0

: vOLU¥E OF O.4 ML WAS ADMINISTERED TO THE TEST GROUP IN
SOGE MBNNER T DUFING THE SENSITIZING FHASE OF THE STUDY. AT THIS TIME,
F?”R NAIVE (PEEVICUSLY UNTREATED) CONTROL ANIMALS WERE AL SO TREATED
CALLZNGE ARPPLICATION. THE CHALLENGE APPLICATIONS WERF MADE TO A
CLI?DrD SXIY SITE TH'T HAD NOT BEEN FREVIOUSLY TREATED. TWENTY-FOUR
FTESF TRINARY CHALLENGE, THE ANIMALS WERE DEPILATED WITH NEET CREAM
TIMOVYET (WHITETHESLL LABORATORIES, INC., YEW YCRK). THE DFPILATORY
~oRLIED AN THE THST SITET AND SURROUNDING ARRFAS FCR 30 MINUTES. THEN
vZP7ILATORY WAS T-OROUGHLY WASHED OFF WITH WARM WATER, THE ANINMALS
: #1743 5% TCWEL AND RETURYED TC THEIR CAGES.

wIhG THEE PRDMINISTFEARTION OF THE TEIED SENSITIZING DOSE, A
T A

R Ik T R S

NSNS RERREY

| et
-t

[ES 22 ¢ I 3 B
vl

N

1t .
[ ]
l’)

(
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RTITTT W75 10T 1106k

VIN TENCITILATIAN (CONTINUED)

“PSIEVATIONS: THE ATOLICATION SITES W#ERE XEAD AND SCORED TOE FFYTHEMA AND
ZUZ74 wT J4 AND L HCURS FOLLCWING EACH APPLICATICN CURING TH: SENSITIZING
¢HEIT Ce TEE ITUDY. RERCTIONS TC THE CHALLENGE DOSE WERE REAL AND SCORED

v
o

7kG-HJ]RS ~tTER DEPILATION AND 24 HOURS LATER (48 HOUR SCORES). THE ANIMAL
a-af T33CRVEL FOR GENERAL BEHBVICR AND AFPEARANCE ONCE DRILY "URING THE
“NTINE ZTUDY IEZRIOI. EODY WTIGHTS WERE TAKEN AT STUDY INITIATION AND AT

4

TIRXLY INTEZEVALS TURIYG THE STUDY.

z=CAYSI ANE ANIMAL (NC. 6410Cu402) EXHIBITED A POSSIBLF SENSITTZATION
I*IPONSTZ TO TEE CHALLENGE DOTE, A RECHALLENGE WAS CONDUCTED OX THIS ANIMAL
7 DAYS AFTER THE FRIYARY CHALLENGFE. THE SENSITIZED ANIMAL (NC. 64100402,
M3LE), ALONG WITH 4 NAIVE CONTROL (ONCE CHALLENGED) ANIMALS, WwERE TREATED
AITH 0.4 ML OF RT # 871605 (VARISOFT 475, LOT 1138K) AND 0.4 “L OF

=1 % 871607 (VARISCFT 475, LOT 195-136) IN THE SAME MANNER AS FOR THE
crIMiny CHALLENGE TROCEDURE, INCLUDING DEPILATION AND 24 AND u8 HYOUR SCORES.
T/ OLuGY AT »TUDY TEFMINATICON ALI ANIMALS WERE EUTHANATIZED *ND DISCARDED.
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SCIENTIRC SERVICES
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A Division of Raiston Purina Company

1ii 1Uwooo 0718045 DAGE 4
31 oL TA 97T 110 4K
CTN UINTITIZATION  (CONCINUET)
TDLT AN ISAL SUINTA TIGS
SISNSEOION JEAN DAUL, LUYEMBURG, I
SED. OANIYALI IECEIVED: 7/10/81
SATE TTCT C1ALTED:  7/2u/81 DATE TEST CCMPLETED: 8/28/81
CUMARRY OF IXNIN nEACTR(FS*e
TEST GROUP - MALES
SENSITIZINZ FHASE CEALLENGFE PHASE
THREE APFLICATIONS SINGLE APPIICATION
ANTNRL ERYTHEMA EDEMRA ERYTHEMA EDEMA
NUKPTR AVF. (HIGE) :VE. (HIGH) AVE. (HIGH) AVE. (HIGH)
6410C357 0.0 (0) 7.0 (0) 0.0 (0) 0.0 (0)
64150399 0.0 (0) 0.0 (0) 0.0 (0) 0.0 (0)
6412040C 0.0 (0) 0.0 (0) 0.0 (0) 0.0 (0)
6415040 1 0.0 (M) S0 (0) 0.0 (0) 0.0 (0)
CU1To4 G2 0.0 (9) 0.0 (0) 0.0 (o) 0.5 (1
5417064903 3.0 (0) 0.0 (0) 0.0 (0) 0.0 (0)
54170404 0.5 (0) 0.0 (0) 0.0 (0) 0.0 (0)
AL1LCL0S 0.C (0) 3.0 (C) 0.0 (C) 0.0 0)
15040¢ 0.0 (0) C.0 (0) 0.0 (0) 0.0 (0)
;4170407 0.C (C) % .0 (0) 0.0 (0) 0.0 (0)
RIVF ICSTROL i
€41°037€ UNTREATED 0.3 (0.5) 0.0 (0)
0330 UNTREATED 0.0 (0) 0.0 0)
"HE AVERAGE ERYTHENA AND EDEYA VALUE IS THE MEAN SCORE FOR THE SIX OBSERVA-
TIONS (:ZJSTTIZ NG THREATMENT) OR TWC COBSERVATIONS (CEALLENGE  TREATMENT) OF
THT *SPLICATION SITE FOR EACH ANIYAL. THF HIGH READING IS TEF HIGHEST

SChaz AEJCHDED FOR THE RESPECTIVE ANIMAL DURING THAT PHASE OF

THE

STUDY.
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SCENTIHC SEWCE%
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PO Box 7545 ¢ Magison WisConsin 53707 ¢ 608/241.4479
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LiE TVESK 371606- TAGE 5

473 13T 110u¥

fTRT T AT

TKIN O CZENSTTIZATION S (CDONTINUED)
TEST ANIN3IL:  ZUINTA FIGC

TCURTO: 2ZAN DAUL, LULEMBRURS, I

CATZ AMIUJALZ LECEIVEIL: 7/10/81 :

SATL TTZT ZTARTED: 7/2z/81 CATE TEST COMEFLETED: 8/2&/81

SUMYARY OF SKIN REACTIONS** (COUNT.):
TEST GROUP - FEMALES

STNSITIZING PHASE CHALLENGE PHASE
THYEF APFLICATIONS SINGLE APPIICATION
AMINREL EPYTUEKA EDEMA ERYTHEM¥A EDEMA
SUMRER AVE. (HIGE) AVE. (HIGH) AVE. (HIGH) AVE. (HIGH)
‘4100427 0.0 (0) C.0 (0) 0.0 (0) 0.0 (0)
3100447 0.0 (0) 0.0 (0) 0.0 (0) 0.0 (0)
54100409 0.0 (0) 0.0 (0) 0.3 (0.5) 0.0 (0)
641CCH 11 C.C (¢) GG (C) 0.3 (0.5) 0.0 (0)
641706412 0.0 (0) £.0 (0) 0.0 (0) 0.0 (0)
54100413 0.0 (0) C .0 (0) 0.0 (0) 0.0 (0}
AL10CL 14 0.0 (0) C.0 (0) 0.0 (0) 0.0 (0)
AG17041% 0.C (1) 5.0 (0) 0.0 (0) 7.0 (0)
164 1¢ G (0) 0.0 (0) 0.0 (0) 0.0 (0)
Le10C4963 CoC (0) .0 (C) 0.0 (0) 0.0 (0)
SATVL TonNTEOL :
54100410 UNTREATED 0.0 (0) 0.0 (0)
£410040° UNTEELTED 0.0 (0) 0.0 = (0)

**THe 3VEIRAGE ERYTHEMAR AND EDEYA VALUE IS THE MEAN SCORE FOR THE SIX OBSERVA-
TZONE (SENSITIZING TREATMENT) OR TWO OBSERVATIONS (CHALLENGE TREATMEET) OF
THe FEFLICATION SITE FOR EACK ANIMAL. THE HIGH READING IS THE_HIGHEST

sCTPE FZECARDED FCR TYF RESPECTIVE ANIMAL DURING THAT PHASE OF. THE 'STUDY.
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TARLZ +o=75: LT 1104K

IN STISITITATIION (CONTTINUTD)

RIS

SENZXAL seHAVIOR AND ArFEARANCZI: ALL OF THE GUINEA PIGS USED I3 THIS STUDY
APFZIAEED WORKAL TELOUGHGUT TUE STUDY PERIOD. NORMAL BODY WEIGHT GAINS
a7

nFCJ3RDED FOL ALL ANIYALS DURING THE COURSE COF THE STUDY.
q

SKIY ZEPCTIONS TO VARILOFT %75: LCT 1104K (1.07% W/V AQUEOUS): ONE MALE

ANINAL (T, £41C04UZ) KESPONDED TN THE CHALLENGE APPLTCATION WITH A SLIGHT
OEM2 REATTICY AT THYE Z4 HOUR OBSERVATION. TWO FEMALE ANIMALZ (NOS. 6410-
Ju03 r¥D 64100411) REACTED TC THE CHALLENGE DOSE WITH A VERY EFAINT
CNCONFLUENT ERYTHEM® RT THE 24 HCUR OBSFERVATION.

ONE MALE ANIFAL IN THE NAIVE CONTPOL (NO. 64100378) EXHIBITED A YERY FAINT
FOYTHFYA 2ERCTION 2FTER RECETVING 0.4 ML OF THE 1.0% W/V MIXTURE OF TEST
ATERIAL,

T=> SKIN REACTIONS IN THE TWC TREATED FEMALES WERE NOT GREATEF THAN THE
SERITICN TIZEN IN THF “AIVE CONTROL ANIMALS AND ARE TEEREFORE NOT CONSIDERED

“NSZTIZATION RESIONYEC.  THE REACTION OF THE ONE TREATED MALF WAS GREATER
“EN THZ REACTICN SEEN IV THE CONTRCL ANIMALS AND INDICATES SENSTITIZATION.

PECATUIE UNE AVIMAL (%0, 64100402) DID EXHIBIT A SENSITIZATION RESPONSE TO
SFe JUMLLANGE DO3E, * RECHALLENGE WAS CONDUCTED 0N THIS ANIMAI AND FOUR
WAIVT CONTEQL (CNCE CHALLENGED) AKIMALS SEVEN DAYS FOLLOWING THE PRIMARY

<i.ALLINGE,

FOR THE RECHALLENGE DOSE, THF TEST MATERIALS (VARISOFT 475, LCT 1138K AND
VARISOZIT 475, LOT 195-136, 1.0% W/V AQUEQUS SUSPENSIONS OF EACH) WERE
APFLIED TO ONE TEST ZITE EACH ON THE TEST AND NAIVE CONTROL AMMALS. NONE
Cr THE ENIMALS RFSPONDED 7O THF RSCHALLENGFE DOSE WITH ANY SENSITIZATION
PEACTION AT EITHFR CF THE OBSERVATION PERIODCS.

CONCLUSION:

JECANSE TUT INCIDENCY OF 2 SENSITIZATION RESFONSFE OCCURRED IN ONLY 5% OF
THZ TREZATED FNIMALE (1 nF 20), TWIS TEST MATERIAL IS NOT CONS IDERED 1A
STRONT SXIN CENSITILTR,



g Test Group RT No. 871 (pQ{, Vehicle

Dermal Semsitization In Guinea Pigs - Body Weights

sterile
Q3% saline Test Compound Lot OY K|

Positive Control Group NA Vehicle NA

Vor: s ot

475

_5.2.21__3\
Animal Number
H1O~| LYIO- | LWHI0- | (LYIO- LHIO-{GYiO~ GHIO-| 410 =| 1ech-
03941 | 0299 | 04oO | o4O\ | puoa | ©4O3 | oyod | oy g | ntetan l&gi
HOQ | HOO | Bkl | 357 | 409 | 384 | 4l | 359 eel 1(22
NZ| 498 | 32 | H24p | HE4 | 4O | S | A0 | pdg] 12
532529 | dio |49 |S¢a 537 1590 (4723 | klg/s |
33| (R Sert | 53% 1 b3d | 14| e | <4y N glio
707 | 71371597 (887 | 697 | 690w | 708 I8 P 8]!‘1
Animal Number
LMY 1O~ |LY IO~ Teche
o4CL| oHOM aician | Date
- 11981
287 1 28 Scale Used: ¥ Tron 4809 op | 1/aa
u‘,@z "“lﬁ Scale Used: K -Teon L_\_%QC) | m 7/29_
g4 | 53| SealeUsed:  Tron HR09 £ |9/
(27 |59 | e T\ Teog wgDg Dls)io |
(93 | GH3 | Sealelsed: y T ugoQ R |8]1g
—| -Scale Used:

NA - Not Applicable
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Positive

Dermal Sensitization in Guinea Pigs - Daily Observations

g’ Test Group RT No. 87160 Vehicl
Control Group,. MA Vehicle A(A Room No. Qg

Sterile

Varisoft 915

Test Compound Lot WOM K

S
Animal Number

GHIO-| GHIO-| 6410~ | 64 10-| 410 tL1o -| 6410 =|(HiO Tach-

0327 |o0399 CUoO | o4O1 | OOR [oHO3 | 040N | ovos mm\/;ﬁ“L.
N N N N N N LN N FARIEE!
VIR, N N LN LN Nl N ] e s |
NN nNLow LN LN LN TN e [ My
Nl |l ol vl A A | | TP AT
A/ N Loy L YN J Nl e ke
N N A 4 J 1V 7oL R 2/2]
PN NI NI NIN NN N9 7/28 |
N N I NN M N N LN W 729
N [N N | N N IN [N VTNa9 1139
N U N NER BN B IS A N YA SV
N N N) N NN \S] N 77 8’/)
) A AN N AY A N A L el &

N N LN A AL NSRRI AL
ol Ty Y T e Ty Ty [ ed |9
A AR VAR . VAR . VA . YA YA . /A <4 /s
N I N |N N | N N |V IV N Rl
N N | N Al N | N N | N | ep | 81
vl vl vl vl vl | TP98

N = No Visible Abnormalities

MA - Not Applicable




Dermal Semsitization in Guinea Pigs - Daily 'Observations
@ Test Group RT No.87)LQls Vehicle

Sterile

Vvarisoft 475
Q9% salineTest Compound 1ot //OHY K

Positive Countrol Group NA Vehicle A(A Room No. é
Sex &

Animal Number

410 -| 410~ Tech-

O4OL | 04O AN nician I;E‘I
NN \ ce | 1aa
N N \ eR | 1 !a3 _
Y A\ Uz
Al \ 7| 7hy
VAN N Yo, |
N | A N Va2
N N ‘ N | 729
N_ | MY | 729
N | N \ N | 1130
N Al N\ WIS
N N \ yv2 | &/
N ‘NI \ 37 5/
AL LA \ 7| &2
N N\ SRR
A A | 7 | 8/
N 1 N_ |- NI9 8T(c£
N | N \ g | 8/1
ey 7a R

N = No Visible Abnormalitias

NA - Not Applicable




Dermal Sensitization in Guinea Pigs - Daily Observations

Varisof+ 415

=N re Group RT No. 8T16Q( umlz%ruc Compound Lot 1104 K
Posi:ivc/\ Control Group __ VA Vehicle __ A/A Room No. __ g
e é Animal Number

LHIO-| LHIO-| 6410~ | L4 10-| e410-| Luiso -| 6410|410 Tecn-

©247 | 0399 | o4cO| o4o1 |00 | o403 oHOY| pyos| Hetan l;él_
Nl Al | | P
N A | A N W W aw |80
a/ v AL N N A N o g 18/
N Al Al Al Al AJ Al A | XJ/&_
N N | N N.| N N. N I NV | sp |83
J Wy v IV Ty W [y Ted [V
N NN N1 N N v o N gls
vl v LN oyt Ny e el
P W I8 T TNV Ty
NN L NNy gy D By
N N N | N N N N 1N s | 8l19
NIW PR 10 1A T o A 4|8k
N| N NN N N N, o | 8/3

N = No Visible Abnormaliries

NA -~ Not Applicable




Dermal Sensitizatcion in Guinea Pigs - Daily Observatious

g Test Group KT No.87]LQle Vehicle
Posicive Control Group NA Vehicle _ f\/ A Room MNo. 91

Streril@

Varisof+ 475
09% salineTest Compound 1ot //OY K

Sex [
Animal Number
bH10 - (410~ Tech-
cHCL| cHOM oician l;‘;l
VAR . % o7 | 8%
Al \ | X&) | o
N i \ 2L 18/
N N \ | &> |
N N \g e | Yis
¢ v N\ ol [T+
N A ' b& gli=
N W ! sk
Nl N \ Ay | 3/p
NN AN Dl &g |
N N \ o | 8119
NN THELT
| N\

N = No Visible Abnormalicies

NA - Not Applicable




EEE Positive Control Group

Date Animal Received

_DERMAL SENSITIZATION STUBY IN GUINEA PIGS

g Test Group:

’7‘\0\8\

Sterl 3

rt %o. 871 (0Q (o venicie a9k sallnens

Vehicle NA Animal No. Q3q 7

Date Initiated '7!22 ‘ 8
Challenge Date _@Lﬁlﬂ_

Test

terial

Va.risef+ 11
Wt _od K

410~

source _J2a N Dol g\
‘
2 E
Sensi~ Obser~ >
tizing Dosed vacion Erythems Edema :
pore Yo | () | GET : " las
oM RA A A : go |11z
' 26 o ) Aﬁing P 1 123
1.0%s 48 ) o) WL e~z
Y NA NA wa | NN X902
2 = 1 7% Ne) = N LR w&
| O %8 o o) Y ETEY
Q‘-l NA NA NA 8
3 ! i — 26 o) (=3105)
.0 a3 % &) f2 1 rolan
C“:;;\Qrirl o4 NA NA NA_ | gp £0, 2
osSe L3 2 2] L. |
_1.0%0 8 oY T %
NA NA
2 ——
48 —
a - Dosage applied by techumician indicated

NA - Not Applicable
(Dfuordur%_q.rrn_r BIGISA R,




_DERMAL SENSITIZATION STEBY IN GUINEA PIGS
g Test Group:

Rt vo. 871000

@ Positive Control Group

Stert e

Vehicle

Test
terial

Va.risof+ 11
ot o4 K

P ] (o

Vehicle NA Animal No. g;igﬂ

Date Initiaced :zlaala

Date Animal Received W!JO\ & )
Source :D_gan‘Dn il 2\ Challenge Date 8' 19 IS
]
S
Sensi- Obser- §:
tizing Dose? vation Erythema Edema -
b T | R " | aa
W NA NA NA ce. 1 1lzz
l O, 5 . & 2z |
1.0% 48 Cé 2 720 BSTA Y. PA|
Y NA NA v | NI9 N9 | 7/29
2 = 7% @) oM ING I NG A7
1.0% 8 @ LT RCTN [l
Q.M NA NA NA g /?4 8K
' 26 N =<1
3 .0%% 48 PQ ng A 01 o 8_%@1_
,D\'"a" 0'4 g: NA NA £ sp_ | alia
o2 0 £ 5722
—— quQ 48 an j‘D £ ﬁﬂ_:,
' —WA— L NA NA
24
48 \1? —-ﬁﬁ-
a = Dosage applied by techoician indicated

NA - Not Applicable



8 Test

Date Animal

DERMAL SENSITIZATION STUBY IN GUINEA PIGS
rr v 81100 W

m} Positive Control Group

Group:

Received

7 ~lad

!

Vehicle NA Animal No.

isof+117
. Strerlie Test \/a.r'\To 4 >
Vehicle terial Lot \O4 K
G410~

OHOO

Date Initiated 7!32‘&'

Source | 22Qr\‘Dn\L\ Sex ﬂ\ . Challenge Date 8“‘:‘!]@
Sensi- Obser- %
tizing Dose? nci‘.: Erythemsa Edema -
ose No. Peri oy
i il (m\) (Hes ) 1A% |
l oM L NA NA s 7022
LO%%s 48 2 g NI INTA -7)%
9 o4 NA NA wa | N39O K /2
264 : M' R’
1.0% %8 % s M-@'&Jﬁla
4 ' 2|z l8r
3 Q. 2: ) g 6NA t\DZ’) Léﬁ)' <0 |
.0% %8 ) ) 0 | ol o7
Cho.\\maz oY YA XA A ol ’
. £ glig |
2 Vo) A 2 /20 |
_Deee | 0% —H o s ST~ 2
NA ) N
24 "
48 ?

a

NA - Not Applicable

A Y

-

- Dosage applied by technician indicated



-

_ DERMAL SENSTTIZATION STUBY IN GUINEA PIGS Varisef+
. Strerlle Test N
8 Test Group: RT No. m Vehicle 99 %n saltrevarerial ol 11Oy §

L4100~
m Positive Control Group AA Vehicle NA Animal No. ©HO\
Date Animal Received "'; !Q[ | Date Initiated ']!33 l

Source ] 2g¢r\—bnud Sex c/)'\ . Challenge Date 8' 19 Ig

Q
Sensi- Obser- 3 E
tizing Dosed vation Erythesa Edems :
s Nor | (ml) | priv - las
____ N NA NA |
I e S e T Y
1.0% 48 o o) 2 J(?_rﬂei
04 NA NA na [NID a9 '7_/17\ﬁ’
d. 2% ) o ) AN TS0
1.0% 48 ) D N— VTS
Q. NA NA NA X | g°| 85 |
S [on a5 —To g wrms
oSS [ (@) o) 3 /3]
| 2 | 1.0% %8 o 2 32 m%
| NA NA iR
2%
48 ]

4 - Dosage applied by techmician indicated
NA - Not Applicable




A

- DERMAL SENSITIZATION STUDY IN GUINFEA PIGS
*T

& Test Group:

Strert|@
)t vo. 8T1(2Q (o veniclaa %o saltreys

Varisof+
Test
terial Lﬂi_l_\g'l. I
LH4l0 -

O4O A

@ Positive Comtrol Group ALA Vehicle NA Animal No.
Date Animal Received '?Il \Q\Sl Date Initiated 7!3&‘
Source mar\‘Bn\L\ Sex g\ Challenge Date 533 l
, A
=
Sensi- Obser- E:
tizing Dose? vation Erythema Edems -
e Y- [ (V) | B " |as)|
q NA NA NA P sp. 1 t2
| — 24 ' 11 A
Lo 5% & N M )7
Y NA NA va | AN 7/2
2 = n 23 :
1.0% %8 D > YEYE|
{ OMd NA NA NA 1| 8
3 i 24 Ne) )
LOﬂg 48 Q ) .l ee T 815
1 1.0% i3 14 TN o
' N NA o
48 -

2 - Dosage applied by :echni.cinh indicated
NA - Not Applicable




_ DERMAL SENSITIZATION STURY IN GUINFA PIGS

8 Test Group:

8T No. &T{(5Q (o venicl

Stertie

+

Test

' terial -

Varisof+ |
Lt 1104 K

410 -

EE Positive Control Group ALA Vehicle NA Animal No.
Date Animal Received 7‘; 10\8\ Date Initiated :Z!;Ql.‘
Source mqn‘hn ul Sex g Challenge Date 8, 19 ,&
]
S
Sensi~ Obser—- &
tizing Dosed vation Erythema Edema- :
Dose No. (m\) 1(’;::1):4 ) ag|
o NA NA NA sp 1 22
| —Q. 26 ﬁé fl
LOC%s %8 = — T A 57
Y NA NA §a_ | AJO¥ 7/2
B 2 . 24 o ‘% |
\Q% %8 @) % mg;‘ Ne 13 /=x
"'I NA NA NA 7¢ 8is
3 Qi —u T T
|-Oqg 48 @) ) L. 38 TR
i ST 2 E U . W W
& P Ea 2
| 1.0% =4 T T
NA NA N
24 S S
48 b

a = Dosage applied by technician indicated '

NA -~ Not Applicable
@ruordu_\%pcgmr- olaoigl &

OH4 O3



. DERMAL SENSTTIZATION STUBY IN GUINEA PIGS Varisof+
) T Stertie Test N
g Test Group: RT No. 8.11.(.2.0..(4 Vehicle 09 % sallnevaterial ot 11OY 1o ¥

410~

m Positive Control Group AJA Vehicle NA Animal No. _Q‘-IO"}

Date Animal Received "{' |m\ 21 '

Source ':Dya N Dol Sex 3

Date Initiated '7!33!
Challenge Date 2 ! ]g }

Sensi~ Obser- . %
tizing Dosed vacion Erythems Edema :
ose o | (ml) | e - liaa
| NA NA NA e lala
| Q. %4 ” ﬁ, 50 =
1.0O%a 48 % = 2 e ] 271‘33.15
o 72
a QY lz‘: - Mf{{ (%A'_ '51’%0 {\g '1/
1.0% %8 ®; AV
Q.M NA NA m | R85
3 ; 26 ®) e N ﬁ S5
.0% a3 5 ) % TR
'Dhnaz o4 NA NA NA | s | o] alig
% 2. ~ 3
¢ [ 10% o M o 2 7
. ] NA N&i ’ :P'
48
a =~ Dosage applied by technician indicated

NA - Not Applicable




N
LY
.

_ DERMAL SENSITIZATTON STEBY IN GUINEA PIGS Varisof+ 4
T Sterlle Test +
g‘ Test Group: RT No. 8_7.1.(.10&0. Vehicle 09 %n sallreMarerial kof '1OY oY K

w410~
@ Positive Control Group AlA Vehicle MA Animal No. __C_“’-405
Date Animal Received sigYe) ‘8\ Date Initiated '7!3.31'

N
Source ] 22Q D ] 20 14 l Sex Q . Challenge Date &‘ |3 l §

Sengi-~ Obser- §:
tizing Dose® vation Erythema Edema
ose No. eriod g
Pore oo | (mi) | aris 198}
J NA NA NA cp. se |1l
| Q. L
1.0%a 12.: % > ﬂ‘g: EIE/; 7&
3 Q.4 NA NA NA _l\_J_J’Q 729
2% )
1.0% %3 a) e & Aad]
{ QY §A __NA m | o] 8K
5 [owF———o—ro Tvoniu=e
Cl-%.l\cnac o4 70 = v s %'o |
| 2% L 10% s 2 2 T 2 177
‘ H NA NA ) '
3 E— —

a =~ Dosage applied by techmician indicated
NA - Not Applicable




- Wﬁx_@_smm PIGS Va.risof+
T Stertie Test
B[ tesc crous: Rt ¥o. 871(eQ (g vehicle Q3% sallotMatersa] Wb 11OY |
w41l0 -
m Positive Control Group AA Vehicle NA Animal No. O HOG
Date Animal Received 7] lO\S\ Date Iniciated 1233}

~ Sex /nr\

Source MLLl Challenge Dace 5' Qlj.

s

Sengi-~ Obser- 5:
tizing Dose?® va::f.:: Erythesa Edema -
Dose No. (mo ?;::)
| o.M A NA NA ce.
Lo 2~ o T
Y NA NA s (NI
3 Q. XA T__.NW% ‘
|.O% 3 2 SRR
| Q"‘ NA NA NA V| A |
3 .O% % =) OJ-—Q £ |
w""'&‘ o4 NA NA
Dese 9 —7i /2] - N T S
|.0%e ) 2 0 1 & 1z
NA NA T
26 S
48 —

a - Dosage applied by techuvician indicated
NA - Not Applicable




\:‘,L

. ITIZATION STUBY IN GUINEA PIGS Varisof+

Sterile Test
B Tesc Group: «r o. 8T1eQ(p venic1 e Q% salloevarerial laat 11O4 !
L4100~
E@ Positive Control Group AA Vehicle NA Animal No. (OH4O T
Date Animal Received 7‘ 1018\ Date lnitiated 7!331

i

Source ] dean Daul Sex 2 - Challenge Date ahﬂ“'

&

=l
Sensi- Obser- E
tizing Dose? vation Erythema Edema
Pose V- | (ml) | fpmiw 198 |
| RA i) NA Al
| Q. n 2 { b
LO%s 48" & %ﬁ Ta ?{_ Lﬁ_u-
p o~ L % é 5“ ) ’l%
1.0% %8 a) ®) N Eg =YY,
| Q"‘ N NA NA R\ | 8K
S [on S —To mxhoe
Cral} 8 | oM NA NA NA 2. | so | alia
Dose 2% 2 - £ |ocu
| 1.0% 8 e P T P77
' NA NA S
%8 |

a = Dosage spplied by technician indicated
NA - Not Applicable




>

)

Dermal Sensitization In Guinea Pigs - Body Weights

ol risof+ 4
g Test Group_ RT No. a:“_(a_Q_(aVehicle s:\—Q ‘I¢° Test Compound \L/:i" ﬂ£ K
[N_A] Positive Control Group NA Vehicle NA
Sex @
Animal Number
L4101 GHIO-| L4101 410 | 6410-| 4,410~ |410- | oY Iom Techo
O4AT 1 OH4T (oMo | o4y | oYz | oYi3 |.odiy OY 15| nteian 13“&
_399] 3571} =06 | 34O 34 | 3G] | 30| splqla
NS 1390 | 400G 147 | 4@ 1397 | Sl <20 19| 7/2
457 | 464/ | 463 | 552 459 | ydo |43 | 492 ] /s
=0 S0S L 520 | GO | Spa | deg | mun ey | N [g))
350|559 | 580 | (63 | wa) 59 | €20 | ¢ gl
Animal Number _
bdio-|L9lO- Tech=-
ol 044D aician li‘é_‘l
385 387 | See U K Toaa 4809 _g8 | lan
411:1 M Scale Used: K‘T/’On 49'0(7 A 0 7521
490 ‘7’37 Scale Used: ~Tron 4909 JB |13/s
5:: Scale Used: I'T'Z-DU%OQI '4:! Z'
62D | (5D SealeUsed: T\ 89 R le]iq
- |~ Scale Used:

NA - Not Applicable




Dermal Semsitization in Guinea Pigs - D ob <
: s‘i-serileailZ servations Varisoft 418

=X res Group RT No. 87160Q( VenicleQq% sqlineTest Compound Lot 1104 K
Positive Comtrol Group __ VA Vehicle _ p/A Room Ho. L

S 2
Animal Number

GHIO-| GHIO-( 6410~ | (410-]| G410~ GH10 -] 6910 =|(4i0- Tech-
o421 o'-fhl‘l-:)joq Oyl OH\; oyi13d| o4id|oyig ““"“_/c}’j—“
NI N | N N N | NI N | NI el
\ N N LA N VA VA WA N 1P
N N | N Y N 0 N N JE 19y
all & | A | W | | R e
NV VA 74N VA B A .V A e N ) A
N YA WA AN AN ANWANIN AN
YR NNV TN Ty T 0 [ 729
3N NV VNV VAR YR VYR Wy AN Y)
NN N IN N IN TN TN INR (7430
S VR O VR BN S I N I AN I Y T
N N AJ N AN LN AJ N T ¥/ |
SN Nl N N NN P e
NN LA SIS VSE NI YR oIk %N
N |-\ N N N N Moo 10 | T
AW awRwaADAPAN L I AE
NV T VIV TV TV v 1w or e
Nl N N | N N N N | N | ep |81
il w | vl Al ol o TP 9%

- N - No Visible Abnormalities

NA -~ Not Applicable



N

Dermal Sensitizacion in Guinea Pigs - Daily Observations
Strerile

Varisof+ 475

g Test Group RT No.87)601le VehicleQ9% salireTest Compound 1ot OH K
Positive Control Group NA Vehicle MA Room No. é
Sox 2
Animal Number
bH10-| (4410~ Tech-
CHIG | ody3) : alcian | '3:3“'
N | N \ e | 122
A N \ se | 1133
n N \ 81 2/34
| A \ oY | 7hs
2 | aL N 2e] 736
A4 \ el a0
N LW \ N | 7/29
NN \ NN 17/29
N | N N\ NI |7 430
IV \ ot | /= |
N N, \ rre | &/
S SH 2\ Py | ¥
LA \ 792 | 8/3
Vol N\ YERZ
& \k o7 | Sk
N LA v | T
N N N\ | e | 8/
| ~Y | 88

N =« No Visibhle Abnormalities

NA - Not Applicable



Dermal Sensitizatcion in

Guinea Pigs =

Daily Observations

. Sterile
g' Test Group RT No. 877160 Vehicleqﬁi‘_ﬁ“hm

Varisof+ 415

ineTest Compound Lot WOM K

Positive Control Group __ VA Vehicle —NA___ Room No. _ Q.
Sex &
Animal Number _
GH410-| 6Y10-| Y10~ 610-| eH10-| twt10 -| @410 =|(o1410 Tach-
cH3Tfoq41|o9eq | oYl oyix [ou 13 O I [ oy gf Hetan /3‘“
oL | | |l v | oa |l | o ek
P A WO AJ T [ loz | S
AV A vy e A A AN
n nJ AJ Al LA Ny Al M_&/_Q_
N N | N N .| N N N | N | |83
N W Moty W | v LW od T4
S REVEEvEEvESvE EVEEVEEVIR I T
N A4/ L1 /S ] a/ 1 |
R E N TN T O TN TN VT a5
NIV RNV RSV VR N, N AR
N | N N N N | N N | s i8]19
Y NI NV IV v o ooy (8720
N A A NS NN ael | &/

N = No Visible Abnormalities

NA - Not Applicable



Dermal 'Smsitiagion in Guinea Pigs - Dail Observations .
Steri\e Varisof+ 475

Z Test Group RT No.87)L0lg Vehicleo!
E Positive Comtrol Group

lineTest Compound 1ot li0H K

NA Vehicle _A/A Room No. é

Sex 2
Animal Number

2410 - b4)O- Teche

Hib | oyg L nicisn ;3'3“;
v /t/} \ 14 9/7
Y N [ 4 [$/p |
J oA \\ L] eln
Al Al 4 Ng 224;7
N | N 2| 83
A4 ¥ \ & [y
v »/ Wl Rl
N | A \ do | 5//7
Y N \ ] 2/i2
YR \ R | g |
NN, X Aol | &/70
N N \ aed |7/7/

\

N - o Visible Abnormalities
NA - Not Applicable




Il

RERMAL SENSIIIZATION STUBY IN CUTNEA PIGS - Varisoft 11

e
S resc orowp: &7 No. T100Q(p vebic1Sqa o sallnmmerertal st 1OY4 K
LHIO0 -~

@ Positive Control Group AA Vehicle NA Animal No. _Q‘-!a ']

Date Animal Received 7 ’ )O\ = | Date Initiaced '1} l&
Source | EZQF\‘DQ'\\L\ _ Sex Q ‘ . Challenge Date 82(3 l&

Sensi- Obser- %
tizing Dose® vation Erythems Edems
Dose No. (m\) ?;::gd ) lQBl
q - NA NA NA 3 z -
| e A L se 1 a)ze
o= el
) NA NA A | NDQ [N |7 /2
Y Rl
F e e rerc
_Q"I NA NA m | OVl SV 85
S Now —f——o 1= g ikl
Crallernge} o 4 RA NA |
Deod & T — 2 s el
, .0%e %8 a /5) AR RCH|
. l'l -L u ’ a -
Z: e —

a - Dosage applied by technician indicated
NA - Not Applicable




- RERMAL SENSITIZATION STUBY IN GUINEA PIGS 3 41
=T EISS Va.risot:

ile
B test croup: rr v 871000 v‘hi‘:lM::rial et 1104 K
w410 -

m Positive Comtrol Group AJA Vehicle NA Animal No. ﬁ‘_—jjl

Date Animal Received 1 l LO 1 g | Date Initiaced 7!331§
Source :anr\ Daaald Sex Q . Challenge Date _ I 12 t >
¥
S
Sensi- Obser~ g
tizing Dose?® vation Erythess Tdema -
Dose No. (nn‘) ?;::?d ag |
oM A A NA ep | eo ]2z
' 24 o (@) g€ 1 1l
L.O%s 48 O 5 BTN NSTA WY
4 NA NA ma_ | NOW INOY|7/2
a ol et
1.0% 3 o) P
3 { OM NA NA RA | RN 8K
i - 24 A A
.O 28 o) Cé e [ 511" 31
Cﬂ:;;\crﬁal; CD.L} g: NA _ j;;ma s 1spo ;Fn.q
oS £ : ITAmy-771 |
.0% 48 8 2) R 4@_2&
e . S S —L
48 ——

4 - Dosage applied by techmnician indicated
NA - Not Applicable

-—




g Test

DERMAL SENSITIZATION STUPY IN GUINFA PIGS

Group:

Stertie

RT No. 8_1}_&0_‘2 Vehicle

Varisof+11

Test

Q9% sallrevacerial Lnj'__l\_O_i K

L4410~
EE Positive Countrol Group AA Vehicle NA Animal No. (OY( 23
Date Animal Received ‘7" 10! £ | Date Initiated ]lge‘)la
Source ] 22Q D ] A4 | Sex (-2 Challenge Date 8 I !3' 2‘
14
=
Sengi~ Obser- e
tizing Dosed vation Erythema Edema -
st | () | Tt a8,
] L O.4 RA NA NA cp. lep Lal23
26 (@) ) £g
1.OS %8 Ne) 2] e 10734
3 oY A NA NA aééé N 7/7
26
3 Q.M §A __NA Qm\ M/ﬂ BT ;fg
' 26 ™) -
.0% 1) e o) o B
Cﬁ1x“¢rirl C>J+ a KA A cp | 8
’Dm ZL .= @) 1 ﬁ & /20
.0% w8 2) =) THREAREZE
' — | W NA Tl
24 —k\
48
a = Dosage applied by technician indicaced |

NA - Not Applicable




~—~

RERMAL SENSITIZATION STUDY IN GUINPA pIGS Varisof+ 1’

, Tie- T
S rescorown: wx vo. 871000 (o venie1 TG qeaaliognest a1 Lot 110M K

L4410 -

@ Positive Coantrol Group ALA Vehicle NA - Animal No. ¢ "_-f l l

Date Animal Received "!! o) } S0 | . Date Initiated 7!&31&

Source oA Dol sex __ 2 : Challeoge Date 19/ 2|

=]
Sensi- Obser~ E
tizing Dosed vation Erythema Edema -
Dose No. (m\) ?;::c):d lqgl
' Qq !2‘: NA NA SR g 11l
.S 48 g % ‘_‘)% 2 ?7%
Y NA NA v | N N0 7/29
a Q- . 26 7y
i35 2 T S D e
Y N NA m | | a1 85
> el et allalr
0% 2 ST ¢ |
Crallerge! o 4 NA NA ‘
Dows —% orse e
L.O%e %8 Fo) o) TN 2/2/ |
A NA NA l I
24
48 S |

a4 - Dosage applied by technician indicated
NA - Not Applicable




EE Positive Control Group

ION STEPY IN GUINRA PIGS
x Test Group:

Date Animal Received

. Ste
Vehicle NA Animal No. 535 (a

1]i0l8)

ril@

Varis

Test

ot 11

terial L.E"'_“_O_ﬂ_ K

410 -

Date InitiacCed 'Z!a ‘&

a2 - Dosage applied by techmician indicated
NA - Not Applicable

-

Source :D_QO_T\-B{\\L\ 9 Challenge Date ﬁ]\ﬂl
4
Sensi~ Obser- g % ’
tizing Dose? vation Erychema Edema -
Dose No. ("‘0 1(’;:::;! r. 1aga|
' Q. z > oo |
LO% 48 @) ) BT T A EYFTA
7 17/29
R e m e —“‘—;SS/E;M7
1. 0% & an Yomm e
ok NA __NA m | UAT | 8K
S I e s s
Cralienge) o 4 NA NA 5\
Doo 7 7 z 5 fﬁ"%ﬁi
b 10%o ] 2 o1tk ool [
- NA NA i
24 e
48 $N’=



DERSAL SENSITIZATION STUDY IN GUDEA PIos Varisef+ 115

tie
& Test Group: RT No. allm VehiclM::ti&l ot o K
: Wd10 -

E Positive Control Group ALA Vehicle Né Animal No. g;’j | 5

ate Animal Received 1 | I | o3| Date Initiaced '7!3;) !QI

I

ource i}zgd hﬂ\L\' Sex Q Challeage Date 8[!9[8[

Q
Sengi- Obser~ % %
tizing Dose? vation Erythesms Edema -
Dose No. (m\) z;::r 1 < 198 ]
_OM NA A M| ep %j%g
26
LO%s %8 = %
N o4 NA NA va_| A /29
. 26 o)
| .0% %8 /a) %'_'&Fé Jm_zl.a.
Q.M NA __Na §A Eég a0 85
3 1.0%% 1273 % ) 3 EYE)
C.ho.l\cnaz. o4 u KA A 2 5
Dose 7 z = L%%
|.0% %8 2 %) P |
—we—l M| wm i
24 e —
48 v
a = Dosage applied by techuician indicated

NA - Not Applicable




NA - Not Applicable

DEBMAL SENSITIZATION STEBY IN cum;.; 1:‘1? Varisof+ 115
S resc croups &1 Ho. 811100 (o Vericiaq % sallomuarersas st NOHK
W10~
@ Positive Control Group AA Vehiclie NA Animal No. _O o i“}
Date Animal Received 7 JQ‘ S | Date Initiated pa e |
Source DQCU‘\—D(\\L\ Sex 9 : Challenge Date &\\qlal
X
o
Sensi- Obsar~ &
tizing Doss® nl:ii.an Zrythems Zdema - .
Do No. P od
oo | (ml) | TS * liagl
' Ql"\ N: NA NA ¢ EE JIZZ
1.O%s %8 j % BT TS wj
9 oY A NA | NTY 7%2;
1 .O% %8 ) o) Y
3 | Qq NA _NA_ NA R| 85
.0% 48 ) o) 2 | eelniy]
(‘.hn.\\maz oy
. NA NA NA
ot [oa e e
] 1.0% %8 2 ) TR Y
- —w—l NA I
24
%8 “"%‘
a - Dosage applied by technician indicated




DERMAL SENSITIZATION STUBY IN GUINEA PIGS Varisof+115

T Srerlie Test
1 Test Group: RT No. 8.’1.“.20..‘-2 Venicle Mterial Lot 1104 K
L4100 -

] Positive Control Group AJA Vehicle NA Animal No. QH )5

Animal Received ’7}(0‘81 Date Initiated 7/3 |
‘e Hgar\mnlL\ Sex 9 Challenge Date 19(8 )
| P
.k
1i- Obser- §'_°
‘ng Dosed vation Erythesa Edema -
(mi) | Baris ~ liagl
o.M NA NA NA
| _
O e e e o
Y NA NA wa | NTR W0 | 7/%4
R N
| .O% 3 % D % 224
ok NA __Na NA ﬁ_% LA e
3 [owlF—2— o 10 hoaopEn
3¢ o4 na m | co o I8l |
Jose 2% 2 a ;&_m'_?%:
.0%e 48 2) 2 e lza 1720 |
| mA NA :
2% —
) !

- Dosage applied by techmician indicated
- Not Applicable




_DERMAL SENSITIZATION STUDY IN GUINFA PIGS Varisot+ 17

' e
B<] Tesc Grove: r vo. T 1LQ (o vericlnd d saltncerersal st 1O K
G410 -

@ Positive Control Group AA Vehicle NA Animal No. _ QY1 {p

Date Animal Received 71{’[5’; K Date Initiatced 7‘22!&
Source chin‘hn\LL Sex 9 . Challenge Dace 51198
‘
Sensi- Obser-
tizing Dosed vation Erythema Edems -
s Y- | (mi) | T " lasl
M RA NA NA R 122
] Q¢ o e | <ol a3z
L.O%s %8 5 e %"m‘_&-_—u&m
3 oY NA NA s [N N /2
24
1.0% 48 % % 1@ EE 224
{ OM NA NA __NA A T 8K
\ 24 [ [
3 1.0 38 Cg o) }\512‘_ Z B'E‘!
Ckit“i?ﬁ!l. o4 a XA KA eg | T
Dose 26 tR | |72
— [ 1.0% %8 go) om TRV
M NA i} + §
26
%8 m— %

a - Dou'g. applied by technician indicated
NA - Not Applicable




_DERMAL SENSITTZATION STURY IN GUINFA PIGS Varisef+ 11

Tle Test
g Test Group: RT No. 81“_4@_(& VehiclM:uul \ =+ 1Wod K
LMIO -~

m] Positive Control Group ALA Vehicle NA Animal No. _( )"4 ‘_‘i :)

Date Animal Received "_.l S \ 2 | Date Initiated '7!&3 l&
Source chu\'—hn ad Sex ‘YO" ) Challenge Date al 1q [9'
¢
S
Sensi- " Qbser- E
tizing Dose? n:i:: Erythems Edems -
. Peri .t
W T | B ™
M RA A NA R
' Q.. s _ 8.
1.0 - e S '_%%‘i’; ST
3 el m NA NA %%Z
LQf’o %8 % %_—' SIEYE
3 ok NA NA T TR TR
. z ==
loﬂl i-é % g - 138 g‘h
- |Crallenge} o 4 NA NA aliq
’D:Z ' % o — T
.O%e 8 D = 1 €2, 7=l
*1;:-‘___ NA NA L
u e

a = Dosage applied by techmician indicated
NA = Not Applicable .




S

Positive Control Group NA Vehicle MA

O Naive

Dermal Sensitization In Guinea Pigs - Body Weights

sterile

Varisott

415

%ese Group RT VNo. MVehicle 9% sa)ineTest Compound Lot 11OY K

Animal Number

LH10- |HI10 - |bH10- | LHYIO-
~28 OB.E?O oo | o4o8 2221;;1 l?agcel!
2 212 2 1
255 2Lt 334 | 326 \ cel alaz
435’ | 44/, 40\ | 403 N A0 1729
Sod | 519 | HbD | 463 AN 2|5/
| OS2 =6l | S0l S35 ) D g
a8 | o7 1559 | 979 e2 lelig
Animal Number ,
| \ Tech- |[19Q ]|
aician Date
\ Scale Used: KT{‘Q(\ L*&Oq gg—
V\ Scale Used: K -Tr‘nr\ L\-%o q “\m ’—'lj'a&'q' /Zq
\ % Scale Used: K:\—mn "\QOCl p 9[5

Scale Used:

K. TeRDA) YRNS

Scale Used: -KTFQ\'\ ‘-QBOC\

8/(3

_ -Scale Used:

NA - Not Applicable

RS

Trv™

e f2i/8)

L




@ Positive Control Group NA Vehicle NA Room No. é

Dermal Sensitization in Guinea Pigs - Daily Observations . q415
Naive Steri e — Varisof+
@Fest Group XTI No. 87160 Vehicleqd =nlineTest Compound Lot Hod K

Animal Number
> -| w410-| LY10-]| LHIO- Tech-

o312 |00 | o410 {oyo8 nician Date
21 & ¢ i 191
NN | NN Rt /23 |
N N N N 1 el 1laz |
W N A N 7/24
AN § 7 | 7hc
R Y \ K |26
A A U1 A \ J8 12>~

I .V VAR AV \ AP 7/29 |
YRRV RN, \ AN |72

N IN|N |N \ A0 | 7430 |
NEERE IR \ N /3
Y N N N \ 7% | /)
NEEVE IR \ 792 | &2
N) v ) ’\_J \ 772 1 Z/32
O [N TN TN \ 14 9%
AR \ | oP 8K
Moty AN - \ [wow |55
N I N | N N \ | ¢ |8

| A/ 4/ N/ A/ \ g ‘9/3

N « No Visible Abnormalities

NA -~ Not Applicable
Oform change ai/81 €&




\

) N—

Naive

g@!«e Group RT No. 87160 VehicleQqn sniineTest Compound Lot 1{OY K

E@ Positive Comtrol Group _ NA Vehicle _NA Room Ho. _ gL

Dermal Sensitization in Guinea Pigs - Daily Observations . l-\'|5

Animal Number
2L PR VN i P M| pace
oy AR ' |G R |
A/l A a | A \ a7 | 84
NA | AJ| M \ | o) | 57> |
N4 Y & \ L 8/
NIV EN N Nl =)o
N | AN A | \ £ | 8/z.
VN S \ od | Y4
NEENIEVAENE -\ Da | Y=
VA R4 L Plle
Ol | W J \ ot | Fio |
IR VA NS \ DL gl |
Nl N N | N \ ep | 8119
IV Y S \ %) | 220
NN N, \\ ded| 8l2)
\
\
- \
\

N = No Visible Abnormalities

NA - Not Applicable .
O form cho.nge 72 /81 ER




DERMAL SENSITIZATION STUDY IN GUINEA PIGS .
S*‘ri e Tast Va.rlSO‘F'+ qjs

Eg‘ﬁl\'ﬁroup: -z vo. BT1GO0G venicleoddn saling Material Lot [|oY K

Date Animal Received ’1! lQl 21

souree Deamn Doual sex & @ Dace Initiared _7/23/81

Chn.llc.nﬁc'Da:fc 8! |9 JSI

T

a

L |

r ' ] S &
'. Obser- }"..‘. = d
lanimsl No. | Dosed vation Erythems Edema lg -
G410 | (M) | Parisd ?  lag
02378 | o.M XA NA NA R % 8l9
2 o% —H——05———2o K% F
0380 | 0.4 | NA §A NA | o ! ?) 9
' 7 ; 2% > = E% ;‘P" z\Q_
¢ | 10% —3 5 0 AT
©oHIC f oM | ¥A im - NA | cp 5o 1sliq |
2 [o% —&— o T ear
! i
: 3
o408 | oM w | A | m 2. oo | aha |
Q| % % ) ) 9%54@4
| | .0 48 a _d . £L , el |
| ! | :
2% — ;
l Y] o —

a =~ Dosage applied by Cechnician indicataed
NA - Not Applicabla

change Ya /a1 &




Re.c,}r\a’ ‘e.ij _

_) Dermal Sensitization in Guinea Pigs - Daily Observations Variscfi+ 478 2 Lot
Teri | - -
E Test Group RT No. 37! “_nghicsle O.qmzc sallneTest Ccmpo\md%r{gg(-} LB ok 195-
@ Positive Control Grov.:lp! Q’Sg Vehicle r/A  Room HNo. el
Animal Number
OHIC - [LHIC - | GH1O-| LHIO-| LHIO- . Tech—
0402|0243 0394 |oyaYy |oyas nician /‘3‘8“/
L

N 1IN N | N N |\ 8. | Blae

N | N N N N \ 1 eR | 831

AR/ R \\ 2L alzs

e N = No Visible Abnormalities

NA - Not Applicable




— Rechallenge
ITIZATION STUDY IN GUINEA PIGS Cbansoﬁ'- 475
T OoE — Ul e var ST
m Test Group: RT No. Vehicle C.9Y- °Q£’E’ZMateri§i LoF 45 136
@870
m Positive Control Group PA Vehicle pA @!ﬂtl—'ﬂc' '
Date Animal Received. 7//0/8/ Date Initiated E/‘z"' d[ﬁ
Source | .'(/n_n.:DnLL[ Sex ) ' Challenge Date 5/2¢ 73
¢
Hm'mo.l | > §.
A Senei~ (f’”’ Obser- ®
" eizing Dosed vation Erythems Edema g
Dose—lo. : Period - %
MO, (Hes) 198 (
H10- 3
© oy NA NA NA s lep I8
oYo 24 Q 2 e 1 rp 18
2@ 0% 48 o o 0 e | 808K
10~
b4 0.4 NA NA vA_| cp leo |
Oo40 26 [=] o 5. !
- NA NA NA -
24
48
NA NA NA
T \.
48
NA NA NA
24
48

a = Dosage applied by technician indicated
NA - Not Applicable

(0 +orm change 8las/ar &




Heod

A Re)cﬁm”ewﬂe_
po
DERMAL gﬂgxn)gnon STUBY IN GUINEA PIGS & vorisof+ 475,
T G . RT No grieos Vehiclesmri\a Test r’%\ Vatj:sof—f LT"’E
est Group: . C aa; <g)hs £ A
w @ —_——8'7 3 Materia ——=TT5- /-
| 1A | Positive Comtrol Group NA Vehicle NA @e-sl—uo-. .
Date Animal Received 7L//O/C$ [ * Date Initiated az;)(“(f—
Sourceﬁ?&h@&u&/ Sex ’?\ . Challenge Date gg.gxi[g
P
®
RAnima) =
frseml'i" (m l) Obser- 3
~sisieg Dose? vation Erythema Edems S
Bose—No~ Period , ‘4
NoO. (Hrs) 1981
O~ . .
© 29 oY A NA NA | sp | gp
) 26 o) Q e 1 co.
}@' 1.0 %0 Y g o T30 1 7.1 alsn ]
- 10~ 0.4 NA NA N | fe. | Fp |
029 3@ _24 Q Q .
—— Q /C 0—79 48 2 . L-Lﬁ_ >R 8!35—4
—N— NA NA
24 — -
48
/ N
26 (=) S i.%_.&:g&
O?;CH@ |0 % 48 ) o 1N . | 828 i
HIC- | 0.4 NA NA TRREY:
'®) 24 Q o £ SR
5qu@ 1% %8 2 2 NG L cp, [ 828

a = Dosage applied by techunician indicated
NA - Not Applicable
O o chan%?. 8las|8i gg,



A RC&&“C%@

DERMAL SENSITIZATION STUBY IN GUINEA PIGS @ Varisoft 475, Lot !
87605 Strurile T Varisoi 475
gj Test Group: RT N éé Vehicle O::Z'ﬂc alinz M:::rcﬁi;la” O[ a.9- 3"0
8171607

i 1}

Positive Control Group NA Vehicle Me @m-tnt!—ﬂe-

Date Animal Received '7/10/,’-7] Date Initiated 8{;@(&
T~
Source | .o JJ—\D() (A / - Sex fY\ ? : ‘Ea-aullenge Date _R/2¢,/2

1

- Q
Tsma! ( m ’) Obser~ E’
zizing Dose® vation Erythema Edema e
Dese—No. Period |. : %
ﬁ,'o_. (Rrs) ) [98/
L”L”(’J 0.4 RA NA ma | ep | o _i#t
24 Q Q £p. 1 81
042 @ [0 79 48 o) o VW ETA gl
g:a/i‘ 0.4 NA NA NA | gp lcp ("
24 Qﬂ- 8 [
@ [-0% %8 2 o u\% £ TE
24
3 *S——g-\w
(oH10- o) 4 “ “ -
24 P
oY &5@ A 2 e 2 £ < |
LHI0= | 0.4 NA NA NA 2 ;
< e.e.__sz.._aj‘u..
oYa 26 = s | ep 1 8121
%5: /0% 48 o % QN T TP
a =~ Dosage applied by technician indicated

é = Not Applicable
L formm anange 825/8/ EL
@mcordfv‘\%erm Blasiet €&



Doss 1=za
DERMAL SENSITIZATION STUDY IN GUINEA PIGS

Test
E\,Tesc Group: RT Yo. 87/(cO(o Veniclesterilg G99 Material |/, C(‘@& 475 S

Lot [10Y K
Date Animal Received __Ji&_\_&\___
Source DNoanf Da (4 | Sex (q\ Date Ioitiaced __’L,/_jla/
g F L
i S
i Obser- - o f"
animal No. | Dosed vation Erythems Edema 2 -
Periocd » g
oyso- | (mi) | T C 91y
0.5 NA | NA NA l £ } ce.
2269 %% > s 27 H"‘_/,g_'
R | @ O. ) 079 48 | Q_ n . Sbi s VS
' . : NA YA NA %EF -
0 ! 0& (Dq /07 i 24 =] | o) :
| @ Q. Ol - 48 0 t ) Sio  Sel 7
: |
i l -
i
f
NA !

24
3]

NA
24
48

a =~ Dosage applied by technician indicated
NA - Not Applicable




\"\;
Dosa “anze
DERMAL SENSITIZATION STUDY IN GUINEA PIGS
Test
Z Test Greup: RT No. 5'[ QO (o Venicle Siprile O 9GMaterial Vop <o Lt 475
Saline Lot 11O0Y K
Date Animal Received ____ 512818\
souzee _Dedn Dai ! Sex _&_ Dace Iniciaced —M/
T 7
= q =]
} = - =
i Obser- 4 3 i"
|animal Ne. | Dosed vation Erychems Edema |3 :: 5
i Period < :
' 64/0 - (m’) (Brs) | 198
0324102 | u w | s s aln
i i) Q gy dlle)
— l‘ A 0.1 ] o o g_.alﬁso‘ |
A ' 0.5 ! N ¥ \
. O 33 L?’ i 2: ,A’ ;A , :
Bl OIT—a z o <o <o %._‘E
. | ‘
I \ l '
t |
|
L | |
| P17 \
| 48
i |
| l NA
| 26
i &8
a =~ Dosdge applied by techpician indicated
NA = Yot Applicable .
«\—




Dosa 2anzs
DERMAL SENSITIZATION STUDY IN GUINEA PIGS

. Test
E Test Group: RT Yo. Sﬂlggg >§a aniclow\hterm VG-I’..L‘G&“_"HEJ :
saline Lot 11OYK

Date Apimal Received 2! 288\
Source i !gg ) i EQ: l Sex g Dates Ini:i‘:‘d Z!g ! & I

r(_pz,NO' QObsez- E :‘,; F
Apimal Neo. | Dose® vation Erychefia Edems (5 f°"
(mi) | laria MY
=
- @ "O%I i3 S = 'm._u&_]m__i i  —

‘ %8 !

a =~ Dosagd applied by techmician indicated
NA - Not Applicable



Dese Pz=za

DERMAL SENSITIZATION STUDY IN GUINEA PIGS

: Test
E Test Group: RT No. R GO(p Venicle storile ¢ 9optaterial \/mg&_ 47
saline Lot 1104 K

Date Anizal Received 5);8 |8 |

Souree _Dgzod Lau\ Sex (Z\ Dace Inmitiaced '7‘ ‘ 8l

> = |
e &
l = -
i Cbsar- . a f
|animal No. | Dosed ©  vatiom Ezrythema Edema
i Period < .
(Brs) : r 198 |
l 0290, O. 5 XA NA NA l e&‘ ep. dla
- 26 = o < T LT
- | A 5.0% 48 ' Q L | Me. e il
-~ l 9 0.5 I NA 3A YA (39 | PL! '1‘19
‘ 2 % i 26 i W) 1.0 LI
) O é /.0070: 48 [ S (@] %ﬂ:%?/n
Na NA 5
] ! : 3
] } :
3
NA l 2
| 26 :
| 48
NA
26 | |
%8 | i |
- o £
a8 - Dosage applied by technicianm indicated ‘ e
NA - Not Applicable . -.
\k- )
o : - ~pTaee :
‘ TR T




SCENTRC SBNCE%
O]
PO Box 7545 « Madison Wisconsin §3707 o §0R/241.4471

A Division ot Raiston Purina Company

5207 Le ZARRIZCH
ni JHEXICAL CIYFA.LY, INC.

o~ RN "6
. . N - -
~

JRRAISTET L7z LT 1985-13¢

(UECHACE TRDTR JUMBEs 021-49378
INTLOSED: DERKMAL SENSITIZATION

Rrw vA2TR ATTACHED

-

T

RT LABR 0. 871607
ENTEEED 05/16/81

REPCRTET 029/18/81

STUDY IN GUINER PIGS
(¥CDIFIED CLOYED FATCH

TECENIQUE) - METHOD, SYMMARY

TARY U, THOMPCEQRK, KS

“ANAGE®?, RCUTT TOYICCLCGY

SYOAND O VOF YRLTECH SCIENTIFIC

1

“ERVICES,




i+

SCIENTHC SEWCES
x
U}
P D Box 7545 » Madison Wisconsin 53707 s 508/241.4471

A Division of Raiston Punina Company

twIi: 71607 - TAGE 2

- \

SLAYED CONTACT EYPERSENSTTIVITY Fr7cyTIAL OF A

|7 )

z
IG

TEST ANZTALD THENTY-FUUR ACCLIMATED GUINEA FIGS, WEIGHING FRCM 322 TO 402 G
4lre JSED fOF THIS STUDY. THET ANIMALS WERE DIVIDED INTO TWO CROUPS
TONSTSTINS OF A NAIVI CONTROL GROUP OF FOUR GUINEA PIGS AND A TREATED GROUP
Y TWINTY SUINER BIAS. AN ECUAL NUMBER CF MALE AND FEMALE ANIMALS WERE
vLiIEL T ZACE GRCUT. TEE ANIMAIS WERE IDENTIFIED BY ANIMAL *UMBER ANWD
L TRT. THE ANTIMAL. WEEF INDIVIPUALLY HOUSED IN SCRFEN-ROTTOM CAGES IN
TEMPERATURE AND HUMITITY CONTEOLLED ROOMS. ANIMALS WERE PROVIDED CONTINUOUS
ACCZ53 TC ZURINR GUINZA FIG CHCW AND WATER THROUGHOUT THE STUCY PERIOD.

PREPARATION CF TEST MATERIAL: TO FREPARE A 1.0% WEIGHT/VOLUME FIXTURE, 1.0 G

9
e

DRI IS IR B S

3]

NP B £ ) B Y

SR O

P

RN

T VARISOFT 475: 10T 195-136 WAS WEIGHED INTO AN ERLENMEYER FLASX. STERILE
«"7 ZALINE WAS ADLCED TO MAKF® A TOTAL VOLUME OF 100 L. THE YIXTURE WAS

HEN O LTIRALD U3I0C A STIR ELATE AND & ¥AGNFTIC STIR ERAR TO A UNIFORM SUSPEN-

TON. THE TEST MATERIAL WAS FREFARED FRESH FRIOR TO EACH APPTICATION.

P RSN THE DAY ZSEFCRE EACH APPLICATION THE HAIR WAS REMOVET FROM THE

zFT SH2JLIERX OF ZAC ' ANIMAL W#ITH ELECTRIC CLIPPERS. THE TEST MATERIAL WAS
PLIZ3 T3 INE ArEA N EACH ANIMAL BY PLACING 0.4 ML CF THE FFESHLY PREPARED
T

SUBSTANCE OK A .EBRIL PAD (7/8 INCH X 1 INCH) ALD PLACINC THE PAD ON
#c TUET SITE ALCNG THE #IDLINE OF THE BACK. THE PATCH WAS CCVERED WITH
CTIF DAN AND SECUFREC WITH At CVERWRAP OF ELASTOFLAST TAPE. THE DRESSING
“ED TN FLACE FO: A 2ERICD OF SIX HOURS AT WHICH TIME IT &AS REMOVED.
ST YATERIAL WAS REVOVED BY 2 GENTLZ RINSE WITH WARX WATER BEFORE
NING THE ANIMALS TO THEIER CAGES.

o =t

o R ]

=77
S ANIMALS RECEIVED ONE APPLICATION PER WEEK FCR THREE WEEKS FOR A TOTAL
T THnFE APPLICATIONC. o

by

)

v RKI FULLOYING THE ADMINISTAATION OF THE THIRD SENSITIZI!G DOSE, &

S35z D3FZE AT A VCLUME OF 0.4 ML WAS ADMINISTERED TO THE "ZST GROUP IN
TRYI MANNER AS DUPING THE SENSITIZING PHASE OF THE STUDY. AT THIS TINE,
SR NATYE (PREY (GUSLY UNTREEATED) CONTROL ANINALS WERE ALSO TREATED WITH

“ALLINGE ZFPLICRTICN. THE CHALLENGE APPLICATIONS WERE MAD: TO A FRESHLY
D OZKIN¥ CITE THAT EAD NCT PEEN PREVIOUSLY TREATED. TWENTY-FOUR HOURS
cRi¥anY CHALLEXGE, T™HE ANIMALS WERF DEPILATED %ITH NEET CREAM HAIR
VAAITEHALL LAPORATORITS, INC., NSk YCRK). THF DEPILATORY WAS

O THE TEST _ITES AND SURPOUNDING AREAS FOR 30 MINUTES., THEN THE
ATO3Y 445 THNKOUGHLY WASVED OFF WITH “ARM WATER, THE ANIYALS DRIED

¢ TIWIL END FTTUGNED TO THEIR CAGES.

ﬁ
t— .
1
)
Al

I

(=
73

Rl

Tm e bd () e

1t
o

MR}
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Y4 ety

”1,
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Rattech

SCIENTIFC SEW\CE%
[}
PO Box 7545 « Madison Wisconsin 53707 « BOB/241.447%

A Division of Raiston Purina Company

:‘:— \vI/‘f:‘ r:'“-}SO'?_ }PGE 3
ieI3 ORI 7% 10 198-13
TIN CINTITICZNTIOUM FCCNTINGED) :
n THE SPFFLICATION TITES WERE RFAD AND SCORED FOR ETYTHEMA AND

PR MO .

Zondd AT 74 AND W€ FTURS FOLLOWING EACH APFLICATICN DURING TEC SENSITIZING
ZEnT TR LTUDY. TFACTIONTS TO THE CHALLENGE DUSE WERF RFRI AND SCORED
Ca F2URZS MTTER DEPIZETION AND 2u HOURS LATER (48 HOUR SCORES). THE ANIMALS
TSZ TESIRVED FNE GE!ERAL BEUAVIOR END AFPPEARANCE ONCE DAILY CURING THE
NTI®® STUDY PERICD# BODY WEIGHTS WERE TAKEN AT STUDY INITIATION AND AT
#7EXL: TWTEZZVRALS DUEIVG THE 27UDY.

PATHEOLOTY:  IT STUDY TFENINATION ALL RNIMALS WERE EZUTHANATIZED BND DISCARDED.




h

SCENTIFC SEWCEB

v
PO Box 7545 « Magison Wisconsin 53707 «  §08/241-4471

A Division of Raiston Pyrina Company

AU oEs =718CH rAGE 4

TLEITTST LT . 1T 1395-130

- . P

<IN LU OTTITATION {CONT.INUED)

TECST ANIMRL SUINZA 7158

SGUTTE: O0FaN DRUL, LU. IMBURG, I

SATY ANTYALT ZEZCEZIVED: 7/10/81 :

DATE DZC0T STRE2TE0: 7/22/31 Da2TE TEST COMPLETED: 8/21/81

TEST SROCP - MALES

SINSITIZING PHRSE CHALLENGE PHASE
THEEE AFPLICATIONS SIKGLE APFLICATION
ANT AL TRYTHFMA EDEMA ERYTHENMA EDENA
"UMIER RYE. (HIGE) AVE. (FIGH) AVE. (HIGH) AVE. (HIGH)
4100383 0.0 (0) 0.0 (0) 0.0 (0) 0.0 (0)
541750334 0.0 (0) 0.0 (0) 0.0 (0) 0.0 (0)
541703¢+ S.3 (G) C.0 (0) 0.3 (0.5) 0.0 (0)
d41C03¢<7 0.C () 0.C (¢) 0.0 (0) 0.0 (0)
€4173348 0.0 (¢) .0 (0) 0.0 (c) 0.0 (0)
34176337 Gof (C) G.0 (C) 0.0 (0) 0.0 (0)
AU17035¢C 0.0 (G) .0 (0) 0.0 (0) 0.0 (0)
1100330 0.C (0) 2.0 (0) 0.0 (0) 3.0 (0)
SR BENE IR 0.0 (C) 0.0 (0) 0.0 (c) 0.3 (0)
Au1nC 32 Cc.0 C) 0.0 (0) .0 (0) 0.0 (0)
AZVE TONTROL
54100372 UNTREATED 0.0 (0) 0.0 (0)
54100397 URTREATED 0.0 €0) 0.0 (0)

sz zEYTmEMAR ~ND ZDE:? VALUY IS THE MEAN SCOEF FOR TE} SIX OBSERVA-
NEITIZING TUEATMENT) OR TWO OBSERVATIONS (CHRLLENGE TREATMENT)
PELICATION C’TE FNOR rACE ANIMAL. THE HIGH READING IS THE HIGHEST
CORDEL FNE Tri SESPECTIVZ ANIMAL DURING THAT FHASE OF THE STUDY.

AR
(J I iMoo



SCENTIFC SEWCE%
A &
P Box 7545 « Madison Wisconsin 53707 ¢ §08/241.4471

A Division of Raiston Punna Company

Tl ‘Y“V:'-:i ;\71502 FAGE 5

SMVRISTST 4T3 LOT 195-13¢

JEIN TANITTIZATION (CCHTTNULILD)

TEST LNT¥AL: TUINERX RIS
SOUSTZ: DzZAN LAUL, LUEMBURG, I
CATZ A IMALUZ IeCEIVED: 7/10/81

DA TIZT STARIZID: 7/22/31 DATE TEST CCMPLETED: §/21/81
SUMMARY 2% SKIN REACTJICNS** (CONT.):

TEST GROUP - FEMALES

SELSITIZINCGC PHASF CHARLLENGE :lHASE
THREE APPLIC2TIONS SINGLE APPLTCATION

ANTMRT SRYTFEMA EDEMA ERYTHEXA EDEMA
NUMBER ARVE. (HIGH) AYE. (HIGH) AVE. (HIGH) AVE. (HIGH)
64100433 0.0 (0) 0.0 (0) 0.0 (0) 0.0 (0)
A4100434 0.0 (0) 0.0 (0) 0.0 (0) 0.0 (0)
A4123435 0.0 (0) C.C (0) 0.0 (0) O.0 (0)
AU TL3E 0.0 (0) .0 (0) .0 (o) J.0 (0)
541005437 0.0 (0) C .0 (0) 0.0 (0) 0.3 (0)
6UTICL 25 G0 (¢) 0.0 (0) 0.0 (C) 0.0 (0)
S RN TS 0.0 (<) 2.0 (0) .0 (0) J.0 o)

ThGLL N 0.0 (0) 00 (C) 0.0 (C) 0.0 (0)

L1204 0.0 () G.0 (0) 0.0 (0) 0.0 (0)
170442 Oel (0) ¢ a0 (¢) 0.3 (0.5) J0.0 (0)
NAIVEZ CUNTIKCL
64100445 UNTREATED 0.0 - (0) 0.0 (0)
64100446 UNTREATED 0.0 (0) 0.0 (0)
**TJ% LVERAGE EZRYTHEM! AND TDEMA VALUE IS THE MEAN SCORF FOR THF SIX OBSERVA-

TIONS (SINSTTTZING T:-FATMINT) OR TWO OBSERVEATIONS (CHALLENGE TREATMENT) OF

THT OTEST SITF FOR EACH ANIMAL. TEE HIGH KEADING IS THE HIGHEZST SCORE

ZT3JNED FORE THE ZIZESFECTIVE AVIMAL DUFEING THRT PHASE CF THE <STUDY.
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A Dwision ot Raiston Puring Company

[}
=

TAT iTMEp ©716C7- TRGE 5

UBISCAT L7 LT 108-13-

CIN UTNITTIOATIONY (CONTINUED)

SZVESRL nEFAVLIOR AND ALTERRANCI: LL CF THE GUINEA  PIGS USED I. THIS STUDY
: xz2 UOREMARL TPECGUGHOUT THEI STUDY PERIOD. NORMAL BODY WEIGHT GAINS WERE
Led rUR ALL ANIYALS CURING THE COURSE OF THE STUDY.
4
SXTIY F2ACTTONS TG VRFIIOFT 475:  L1LOT 195-136 (1.0% W/V RQUECUS) :

E 6410C3°C) AND COYE FFMALE (NO. 641004u42) REACTED TO THE
CERLLLNZE REFIICATION WITE A VERY FAINT NCNCONFLUENT EEYTHEMA AT THE 24 HOUGE
TRTEIJVATION., BCTE OF THE RESFONSES WERE NOT SURSTANTIAL ENOUCH TO BE
CCHSIDERED POSITIVE PCR SENSITIZATION.

ANT OMALE (ND
LE

NCLISIOnN
TFCANEE 40 SEUENSITIZATION WAS CETECTED IN THIS STUPY, THIS TEST MATERIAL IS
~27 COANSIDEXED A STRCNG SXIN SENSTTIZER.
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Dermal Sensitization In Guinea Pigs - Body Weights

sterile
El Test Group_ RT No. 87| (n (O] Vehicle

09% aq)ineTest Compound '

Positive Control Group __ A/A  Vehicle _ NA Lot 195-13
Sex B
Animal Number
@HIO- | LHIO~ILHIO- [6HI10- |LH10-| M 10-|H10- CHIO= | poen- |
0383 |B84 | 0385 | 0381|0388 |0395 | 0390 039¢ | atetan 1527
3291322 379 |1 3681 393 398 | o042 | 398 e 1]a;
ddd | 437 X63 | ha (1453 |44 | 493 | /7|l e
A | 506 | 540 | 189 | U9 1530 | 57314839 | rlsks
ool Sse | oo P | 230 591 | e==lsag | N 8l-
69 | 617 | bS5 | 599 | 565 1631 [706 | w48 | s %5
Animal Number
GH10- [6H IO~ ach=
039\ | 0393 aician IDQ“BEA
39) 1393 | Scalelssd: y 774 H809 £l 7/22
48 | 43| Salevse: K- Toon/ 4809 7%°| 7/29
| 5573 | 55Q| SleUsed: ¥ Ton/ 490§ 1 Rl
| 43 | azm] R ) venn Yeoe DAl elis
119 | 700 | Seme s yipon) 4809 R | 819
Scale Used:

NA - Not Applicablae

0} chwd:aexmr %h_e}zn Do




B e Group RT No. 87O venicle
@ Positive Control Group NA Vehicle Mﬂ Room HNHo.

Dermal Semsitizatiom in Guinea Pigs - Daily Observations

steriia -
099% saling Test Compound {
Lal- 195-136

De

S¢ x 2
Animal MNumber
CHIO-|H 1O-|6HIO- | LHIO- |d10- [by]O- w}/o- 44 /O~| Tach-
0383|0384 | 0385|0381 0388|0395 {0390 [o3q(| Mictan /2?‘.;1
N N N N A N | N N e, )22
N N o N N N N N N ce | 1]a3
A N N N N W N N e | 7/24/
A | A v | A |\ | GBS
N | o/ | & | a/ ] &/ | | el
i A N A AL A N N1 R 1729 |
NN N N NN N W vl 749
MW Iy Ty L Y Ty [ 2/29
N N N N N A Ny e (Y |
N TN YW T IN [ N N TNV 1743/
Ny Nl LN A NN | TP ] B4
AY 1A SIS SN o Lo | e %A
A LN LA AJ A AJ ) A 772( 8/3
VLN N W Ty e Ty W [
M | Ao | as | | as| TP
N IN-IN TN TN TN CIN TV N [l
N | N N | N NN N N | eR 18A
sl |l vl ol ] Pl

N - No Visible Abnormalities

NA - Not Applicable



g Test Group RT No.

Dermal Sensitization in Guinea Pigs - Daily Observations

Sterile

8716017 Vehicle 0.99 sali nefest Compound L
Positive Comtrol Group NA Vehicle NA Room No.

Let 1985 ‘13.6

Szx &
Animal Number
bH10-] 410~ Techo
039\ | o292 nicisn [ Date
AN (1981
N N \ ¢l 122
N N £ ﬂaL
N A \ - AN/
AR N\ sl
| % \ JE | 7z |
A N \ R 232
N LN AMNTY | 7/29
N_ | M | 7/29
N ) 7v | 7/30
N | N \ NI | 743
N N \ 772 | &
N ) 72| Sf
A/ A/ 777 ?‘/3
Y d | 74
Y \ 7 | Sk
N [N - - WSSREZE
N | N N\ | e | 8/7
a A AN

N = No Visible Abnormalities

NA - Not Applicable




@ Positive Control Group Mé Vehicle ANA Room HNo.

DQM—'Scnsitizaciou in Guinea Pigs -~ Daily Observations
p=d| Test Group RT No. 87 ) Q Tvenicle

sterila

0.3% salingTest Compound \nri st 4150

Lot 195- 1306
—_

S5zx &
An:l.m.lbhmbcz ,

CHIO-|6H10-|6HIO- |6HI0- [Hi0- [biyo-| w0 |eyio-]| Taen-

©383| 0384 |0385 | 0381|0388 (0395 [03A0 [oagy| 2 vy

il Jov | |l |l |l v TP
N | M ) A/ ~ N M N {do | sl
Y VA .4 VR Y v A 1N g 18I0
A NN Al Al 1 &) Al 1 &l M_ £lia
N | N N LN JL N NIN | se | %=
NN [N T NN T | e (8
AV EVE VAT ﬁ/_%&%_zﬂs_
NI N K| N ‘NN 2] 8/ 10
NV [0 N N MM N e 3
N VR VA VR VA EvE EvEEVE DT
N | N N | N N | N N | 'N R | 89
IV T o T w0l w0 Freo
SEY wlw | WM W | e @

N - No Visible Abnormalities

¥A - Not Applicable

83@&% e do €0y s/

&&Wl(j Tt del 8/ 1¥




Dermal Sensitization in Guinea Pigs - Daily Observations

Sterile
E Test Group RT No. 870 Vehicleo. 99 salinefest Compound

Positive Comtrol Group NA Vehicle NA Room MNo.

Sex &

Let+ 95~ '36

Animal Number

bH10-| 410~ ‘ Teche

o3\ |o393 g | sy
Ay \[\ 271 95
Y A 1 8/n |
ALl 4/ \ : 818/
NEENE \ IV AR
N N \ s | 8/~
NN \ ded | /rad
~N /SL - \ z/t':_
N N, JR g/’b
N | A ' - dw | S\
N N \ DAl ez
N | \ | 2] 8la
| A \ | e | ered
NV \ 32/

- N\

N - No Visible Abnormalities

NA - Not Appliuu‘@Qw”b{pm/in/%
@éb@m Wafaut o

ruord‘ms arvor 8)3 2




g Test Group:
@ Positive Control Group

Date Animal Received

NA

10|81

_DERMAL SENSITTZATTON STUBY IN GUINEA PIGS
: » Steri la
RT No. 5:”5“27\1ehic1e .

T
Qaﬂ.ia.aahmu:::rial\/m.saﬂ'_'”'

Lot
L4410

Vehicle NA Animal No. _Q_}_a;

Date Initiated ﬂ[gg]&l
Challenge Date al SIB)

Source mﬁh Nas L‘ Sex
4
s %
Sensi- Obser~- E
tizing Dosed® vati..:: Erythesa Edema e
Dose ¥No. C m ‘> ?;:: 3 .
0.4 _NA W w | 37 72
‘ 24 Q o a3
48 < @) K 1R 1 2/o4
3 o.4 NA NA ma | NI A 2/29
26 ) @ T 7/35
48 o) Q US__& =13]
o.4 NA NA NA %
5) 26 ®) ) AL 7
Y] o Q £ |8/
Chall C.4 A NA NA o
m:‘;‘gt i‘b T Qo |- ﬁ } 4
— %8 [e) o1 ce.
NA ¥

NA
2% ——

48

a = Dosage applied by

NA - Not Applicable

techuician indicated



TS

1T ION STUDY IN GUINFA PIGS .
Steri le Test

g Test Group: | RT No. M Vehicle Q-Mmuaterialvmﬂ&—qj

Loy 195-1.
10= .
[NA] Positive Comtrol Group NA vehicle _ N/ A Animal NoL..q o388y
Date Animal Received '7[ (OI 8] Date Initiated ‘T’SQ[E
Source Penmrm Daial Sex 3 . Challenge Date al 19 ! =1
‘
S
Sensgi- Obser- i3
tizing Dose? vation Erythema Edema
Dose No. ) Period s
(mi (Fes) (98
| X A NA | RIA |
24 @) @) a3 |
48 o o, H% |
0.4 NA NA wa | NI I 7/42-_1_
o 2% o) 7o | 7= | 7030 ]
' . 48 Q 8 INSVEGTE]
oM NA NA m | N INal o=
3 % ®) ®) V= Y B /2]
a8 Q o) ik e 1oy 7]
Challenge| O.H NA NA NA £8. ghaq
“Dos¢3 23 2 o) f&._ﬁﬁ
NA NA +
26 )
) -\_'-——+ —
2 -~ Dosage applied by technician indicated

NA - Not Applicable




DERMAL SENSITIZATION STUBY IN GUINEA PIGS .
. - - Steri |2 Test . -
¢ P RT No. 871GQQ 7 Fenicle Q9% saling uatertal Varisatk 47157

Lot 19%-136
LHYIO~- .
ive Control Group NA Vehicle B{A Animal No. _ QAR D

Received -7 ' |1C ) = Date Initiated )gg g
nDaul Sex c? - Challenge Date .5“3]0“]-

§
° ‘ E
Obser- 8
Dosed vation Erythess’ Edema -
Period
(ml) (es) C 1198
o NA NA w | 771 X 7~
2% Q Q 12
48 =2 o | el o4
9 NA NA w_| N2Y NIV 7/29
24 722 | /30
- %8 ﬁ S A T 7A3( ]
ek NA NA NA
i = Nous @1%?
48 o) [®) £ Q!'l
C. N W M | ce ) gl sl
7% 0.5 7 |
48 A 0 £g. | ﬁ
— S NA NA '
24 M—— -

applied by techuician indicated
vlicable




IT ION STEDY IN GUINEA PIGS .
Steri la Test

S0 test Growp: BT No. 871 (Q 7 venicle Q% saline uareria1Varisaft 41

Lo+ 195-13

@ Positive Countrol Group NA Vehicle B[é Animal Not.‘q ‘Qo;.:a':l
Date Animal Received ”" |Q! 24 - Date Initiated H[ga ig
source PNean Da,, | Sex 1? - . Challenge Date BI 13 !al
4 ,
2 E
Sensi- Obser- E
tizing Dosed vation Erychema Edeme
Dose No. C mD Period %
(Hes) ' j9g8 it
| 0.4 A NA m | 72X | 7A
246 0 @) P =L
48 o) ) TR BT 7@
3 1 oYy NA NA w | NN 7/24
' 24 o) 992 | 7 2
48 [®) 8 NS ﬁ
O.4 NA NA RA Nad 2=
3 24 ®) /) I\%% /7
23 0 o) 180
Challenqe} O Y NA NA NA s, 1 rp 19 |
‘Dos:% z‘; 2] o) TR P72
Biadns PR = - 71 77
NA NA ¥
26 T ’
48 —T
a -~ Dosage applied by tachunician indicated

NA - Not Applicable

-




ON STUDY IN GUINEA PIGS
i : steri e
Q9% saline

- ' T
;_ .est Group: RT No. a ”(Q( quehicle H:::rialv { 41S.:
LoTolq 5-13
1O- .
J Positive Control Group NA Vehicle B[é Animal Nol..‘_‘_g_}_a_a
Animal Received "1) f(~19] Date Initiated 1!32 lQ‘
ce Dean Daul sex _ B Challeoge Date _8[19]81
Y
° E
g
si- Obser~ E
ing Dose? vation Erythesa Edema -
Vo, Period
° CJYNI> (Hrs) 1981]
o A NA m | gv é 2
| 24 Q o M,
48 o Q WL B 7/04
A C.y NA NA na | NOY INGY (2
¢ 26 792 | 7wl 330 |
— _ : 48 8 5 NaurHRYETE
o NA NA KA %_W
3 - 26 @) O A Z_
48 o 9 s leglall
ulc.n%c O.""l Nﬁ NA NA ce | slig
[#] g,
e &3 - —o ANy
M N_‘ . | i -
24 ’
& I I —

- Dosage applied by techoician indicated

- Not Applicable

-




N_STUBY IN GUINEA PIGS

. . : Steri i2 T. t
S tesc orowp: &1 ¥o. 871G Q 7 venicle Qi saline uaceria1Varisaft 475

Lo‘i’olq S-13¢(
@- Positive Comtrol Group NA Vehicle B{A Animal Not..‘.“OBS 5
Date Animal Received ”?'} IO, S | ' Date Initiated 1!33 lDI
Source Dearn Da,, | ___ Sex g\ : - Challeoge Date ghglgl
‘
=
Sensi~ Obser- E
tizing Dose? vation Erythesa Zdema -
Dose No. Period
(ml) (Hea) (98]
ox A M NA % v 17k
l 26 [®! fanY £p "[/23 ‘
48 (@) o LK L) 224
| C. Y NA NA w | NP9 {NaY7/29
a 2% %) &) 7% | 72 | 10
S Co— @ 0 0 el
{ o4 NA _NA sA_| ] é!:
3 - 24 o @) A 7]
48 o) 0 £ 2
Challenge| C.4 RA NA NA 73 £2. |
o’ S
(e ——— Q& - }
NA NA -
24 — -
48 !
a - Dossage applied b.y technician indicated

NA - Not Applicable




DERMAL SENSITIZATION STUPY IN GUINEA PIGS
- . steri le
Q% aline

E_ Test Group: RT No. 5'[ | (¢ ) 7] Vehicle

. | LHIO=_ .
Em Positive Coutrol Group NA. Vehicle B[é Animal No. ©O39O

Date Initiated 723; Zg

. Test

MaterialVarisaft 11

Lor

Date Animal Received 'TJ lOl S
source Dean Da, | Sex g Challenge Date 8'\3 ‘&‘
‘
Sensi- Obser- §'
tizing l)ou‘> vation Erythems Edema :‘
D Ne. Period
oe to- | (mi (Bra) (98]
ol M N m | 71wl
' 24 % 3 W1 5P 123
48 : = L 74 E7EYY
3 .Y NA NA m | N9 IADH | 7/29
26 ) Z92 | »w»| 730
S ENR Y QO 5 NS N [T ]
oF ‘-I NA NA RA % ¢l
3 26 O @) A %{2 '
a8 Q0 -] £ 1K
Challenge| 0.4 u LY | e leplolal
F-‘D-i &3 Q o] e L e
NA NA RN
24 P
48 S—
a4 = Dosage applied by technician indicated

NA - Not Applicable



ON_STURY IN GUINFEA PIGS .
o . . Sterile  Test
=< resc Group: RT No. 8711 (Q 7 vehicle Q9% saline Material Varisaft M7

Lo'folq S-i3
@ Positive Control Group NA. Vehicle B[é Animal Not..‘“ 29 (.
Date Animal Received '7!LQ[8! | Date Initiated ]!,Qg IB
source Dean Day, | Sex 3 ) Challenge Date 9“‘1|8\
v
e
Sensi- Obser~ §‘. %
tizing Dose? vation Erythess Edema.
Dose No. (mD Period o
(Hrs) - 198
o.M NA NA w | 7 " | .
l 3 = e e e
48 - Q o 14 1.4 )"
3 o.M . NA m | MO (NP T/29]
)] 7/ 27
e e e
0.4 NA NA RA
3 ~ 2% @] @) A%‘E—Mﬁ
48 2) ) : ﬁéﬁ_m_
Chc._llc.nac OL{ NA XA _n £ L E&.-wLﬂ_a !
2% ’ 2N T [ .
| Dove a B R 2 2 71 7
— NA NA ' '
'=_-—--e~
24
48 X[; ‘#\_r

a -~ Dosage applied by techuician indicated
NA - Not Applicable




ITIZATION STUDY IN GUINFRA PIGS
=, Steri (e Test . -
RT No. 87 ](Q T venicle 3% saline MaterialVarisafd 4750
' Lot 1958-13(
, WHIO=- _.
ontrol Group NA Vehicle B{é Animal No. 933]

ved '7]](‘:‘81 Date Initiated 7233!8 |
aad Sex 3\ . Challenge Date El\ﬂl&l _

4
Qbser-~- %
vation Erythema Edema -

; iod
) | e  liag]
1 NA NA w | P07 |7k

2% a = e [/ [

48. o o) W L KL 2/24 )
] NA NA . NA NE;O; N ~7?2

2% @) ' £
- 48 @ Ne mﬁm&\_
Y NA NA RA ole

2% - A%"u

48 i% o i@ §l,1
4 KA M o L ce lie |

7%

& > 7

— S R 7 NA '
24 k\%—
%8

.ed by technician indicated
sle




fj

ON_STUBY IN GUINFA PIGS

- ~ Steri e T'
S Test Group: T No. 87O 7 vehicle Q-iﬂ';.aaiimu:::rial\/adsaﬂ'_"nS
- Lotolq 8-13¢(
q -

b »
EE] Positive Comtrol Group __ NA vehicle __ N A Animal No. _O3Q3

Date Animal Received "]! co\'g\ Date Initiated '7‘;2 l =2
Source Dear Daiy | Sex 8\ : . Challenge Date al l‘ifﬁ \
‘
S
Sensi~ Obser- E
tizing Dosed vacion Erythema Edema :
Dose No.. CMD Period 2
(Hes ) [98 |
0.4 NA NA nA Y g/ 2>
| — T ) @) l\t_fjﬁ GIFEY
48. o o L1 ] 9/54
o4 NA NA | NOY IN9L 7/ Zﬁ
X 2% @) 71
= 5 ) AT
X! NA NA A | 7 )=
3 2% @, ) A%- D
%] o) 0 ce. 1 egl gln
Chdl¢n3¢ O. L'l 1112 MA QNA o lsp gahq
o/ . Y- A
Do 3 o) 2 1o ﬁ.&ﬂ. |
NA NA o
26
%8 ‘“t\\__

2 =~ Dosage applied by techonician indicated
NA - Not Applicable




Dermal Sensitization In Guinea Pigs - Body Weights

1 Test Group RT No. 8:“‘0()"] Vehicle 3?3‘: ‘a:h‘ml'est Compoundvam'sgﬁh 41538
U ostrive comcrol Group | AA _ Venicle __NA Lot 195-130
ex %
Animal Number

1I0-1HIO-| Y10~ |bYI1O- CHIO-| GHIO-|bHIO- 410~ Tech-
33 (o434 | dBS | o426 |ou3n O433 (0439 |04 4O | nician ,qDa8=7
151 3591 23,0 38013801 358 | 374 | 36R eel 7/20
39 | 908 | 4271424 | Y4y | 400 ] 42532 | e 7/29
D M9 | A93 | 502 | 957 | 434 | 493 | 504 |5 |
s 95 | 539 s554| S5 40 |52 | o Rlia
(21533 S0 os| 599523 | 54| ba3 ee. | 89
_ ' Animal Number
10-|eHI1O- Tech-
141 | o4y sician | Dace |
721 =6 e K Tron 4809 el 7/32

4oy Scals Used: K-Tron _ 42Cg ¢ o 7/;1
16 | 434 | Sealeued: 0Ty 9no Ll T5
Sz Y] | e ) Tend Yeos WYARIIFN|
(O | ST | ScaleUsed: y T 4809 e 18]

Scale Usad:

- Not Applicable




B resc Group RT No. 87O Vehicle Varisaft Y17
@ Lot 195-~13(
Positive Control Group MA Vehicle NA Room No. a

Dermal Sensitization in Guinea Pigs - Daily Observations

2

sterila
Q3% salingTest Compound \/g |

Animal Number

o

H10-|GH 10- |6HIO- | oHIC- |6HI0- 6110 | 6410- e io-] Tec
0433 | 0434 | o435 0436 |0431 | 0438| 0439 |oyyo “““JE;;‘I
N N N N N N N N cpl laz
N LN | oy NN Ny ] ek ]
IRy RyAn/a AN ANANmyY
Aol | | | | | | A TGP
v 1 A 4/ | 4 4/ 1 A e Yot |
M A | s Wl A A ]
A LA/ A/ )/ N/ VAR VAR VNERYY..) 7/2 +4
R vvas vvas v vl VR YRR IELT,
Al A LA LN Ty Ay AJ N | e | V30
N TN N PN IN Ty TN TN N (743
N ol n SRS Y U S 4d R4
SIS N A N AN ) gy | 8y
NN LA AJ NEESEREYARZ
LY IV P TW Ty o o v led %%
AN AV Ay AN A =
NIN- PNV IV IV T VT Ty T o
NI N1 N N N 1 N N N | ocpleln
sl |\ | | v | P

N - No Visible Abnormalities

NA - Not Applicable




Dermal Sensitizatiou in Guinea Pigs - Daily Observations
sterile
g Test Group RT No. 87|07 Vehicleo. 99 salindest Compound

. Lo+ 195 - ISB
Positive Control Group NA Vehicle NA Room No. 3

2
Animal Mumber

bHlO-|(4IO- : Teche

o4y || o443 ! : m./;';'l
N N _ee | l3a
N N se | 1/53
N v A\ . 2 Aoy
A, \ R hS

. 4 // \4\ Y 4/,
AL A \ & 7an
N TN \ WL 7/
N I \ LN | 7/2¢
N A 7% | 730
N 1 NV \ NI® | 743)
NN \ 772 | &/

VI N A 72 | %
S VE \ 7| ¥,
SRS \ A | ¥4
A \R 7| 8K
NIV L YN |G
RERE N\ | rel &/
AL o7 | S

N - No Visible Abnormalities

NA - Not Applicable




3 tization in Guinea Pigs - Daily Observatioms

steriia

R No- 8710 Trentcle 0.990 slieTest Compound Yo )<
1cTol Group __AN/A Vehicle

Lot |

ANA Room No. _ i
L |
Animal Number
4*4!0; CHIO - |H10- |bi))O- | GulO- L&/ /0O~-| Tach~- ’
2435 | 0436|0437 [ov3g | 043y 81‘!‘&%“‘““_,2,‘;‘,
Ll v | |l vl ||
Nl A A M A %/
Ll Wyl LT, Rl
e NE VA VA VR EVE VIS
AL AN N Al N | ¢ %3
W 0 T VT VT VT 0 Jw Sy
! AJ NV, NIRRT RN e |
NIV WL N /T A @:‘%T/LL
v oA MIEANAPR 8/
Vi AL Al AL N Y / ghig
N NI N | N N _[sn | ¢p 18|19
M W 1N Ty 1N Ty | dwlefo
N A Yo, oo o Al | 843

N = No Visible Abnormalities

NA - Not Applicable

Oraco rdtﬁerm -

@&wwa

e ——— e o e

82
e S/ /4 Aol



Dermal Sensitizatiom in Guinea Pigs - Daily Observations
Sterile
g Test Group RT No. 89 HQQ7 Vehicle 0.99, salindest Compound

" 198 -1 b
- Positive Cm:xt::.-oi7 Group NA Vehicle AMNA Room Ho. 2 ot 5713

Animal Number
bH10-|(4l10- _ Tech—
ot Jouna y » T Lga
oL Al 7 | 8/9
N /o |
v \ K _18//1
AL N N\ Mﬁl&
N N \ R | 8=
bl | \ A | sy
N | M e | 57 5
NN Aoy | %1\
VAN \ pVARY
N | N \ ° _sR 1 8]ig
N[N \ _Aed.| 5/
Mo \ )

\

N - No Visihle Abnormalities

NA - Not Applicable

© Brecosina Comn S0 dnd
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T ON_STUBY IN GUINFA PIGS
- ) Sterile Test
Test Group: RT No. 81 11oQ"] vehicle Q% =alinguarerial Varisaf+ 4
Lot 198 - 13
W410- _ .

@ Positive Control Group NA Vehicle ANA Animal No. QY3

Date Animal Received ",'} Te) |5?\ . Date Initiated 7/;;,5
1

Swrctw\ Sex 9 . . Challenge Date 8!'3 S

¢
=
Sensi- Obser~ g
tizing Dou‘D ;u::!.:: Erycthema Edems -
. el ’
Pose Yoo | (m (Res) | 1981|
C.4 NA NA RA 38 TS RS
] 2% o) \ g 11
& 3 YR —"—ra T3
| O Y NA NA v NTH NN 729
26 ) 792 | o] 7/
- - 5 8 SRR A
Q.Y NA NA NA }
3 — 2% % 5]
48 @) £ L 1
Challengd (.4 NA NA NA gp 1 eg loliq |
Dase 6 ) L £
8
NA NA a
26 ) )
; —

4 - Dosage applied by techmician indicated
NA - Not Applicable




ON STUDY IN GUINEA PIGS
Sterile Test

><u] Test Group: RT No. 81 QT vebicle Q.99 =alinemacersal Varisaft 47

Lo+ 19§ -1}
L4410~ .

@ Positive Control Group NA. Vehicle ANA Animal No. _Q_\_-L;S_

Date Animal Received ] ' lQiB\ Date Initiaced 22/ 8!

Swicew\ Sex -lo- . . Challenge Date &!lﬁ gl

e

Sengi- , Obser- » &
tizing Dose® }> va:iz: Erythema Edema -
D No. Peri :
ose e Cm (Rrs) . ' B 1981
Od NA NA NA oz
| 25 o o W =rs
48 ) o Kl oyl -
ad NA NA x| ANOY UN}J?X_ 724 |
24 742 ; /3
4 ' i3 = @ M E Y WY BN T
.d NA NA NA ) )
3 % @) @) 7 ‘%"@f‘
48 @) &) e g8
Cheallen Q'-I )!u NA - NA g2 leg | olg |
Dease 4 Q e 2 L2720
‘_; 48 ) .? L oo | T/l
NA NA i

&  ——

a2 =~ Dosage applied by technician indicated
NA - Not Applicable




iT ON_STEUBY IN GUINFA PIGS

g Test Group: RT No. E:!l!nQ'l Vehicle

Steriie Test

Q9% salingMatrerial Va-ﬂé.ﬂ&_ Y

Lot 19§ -13}4(o
LHIO- :

E@ Positive Comtrol Group NA Vebicle AMA Animal No. _QNY33S

Date Animal Received | 1 I |10 La‘

serce Dean " Dau sex _F

| 1
Date Initiaced "Ti372 !

Challenge Date 8’ 19 l&l

Sensi- Obser- %
tizing Dou‘D ;a:i_.:: Erythess Edema -
-« ' 1 ’
oveor | (1) | Baeis , gy
O"“ NA NA NA 2 | ecp | 1)
l Ze o o W T cR]
48 1 o) Q e L ) D/pul. -
3 Q.q' NA NA wm | ANOWIAD 7/37
. 2% @) 0 e | 792 | 730 |
' 48 o Q NN NN 123 |
3 C.4 NA NA NA
26 NV
a8 % QET £0. 1K)
Challen o. 4 liu NZ‘ aNA gé_& g2 | 2119
A ; ot
| Dese G 5 o M TR AW T
NA NA i
26 :

2 =~ Dosage applied by techunician indicated
NA - Not Applicable




1T ION STUBY IN GUINFA PIGS
Strerile . Test

Test Group: RT No. 8711,Q"] venicle Q3% salingMaterial Varisaf+ 4
Lot 195 -130
L4100~ ,

@ Positive Control Group NA Vehicle ANA Animal No. Qﬂ 3l

Date Animal Received 7 ] 1O l = | Dace Initiated 17 ! 22 | 8

Swrcnw Sex 9 : . Challenge Date 5' 19 Ial

Sensi- Obser~ E
tizing Dosed vation Erythema Edema -
Dose No. | Period :
) (m (Hes) . _ |qg_m
.Y . RA NA NA YA K
| 25 o o T
48 Q Qo 2 L K] oy
N o NA NA na | N IADYL7/29
264 2%2 | '72/30
: %8 8 % ﬁ_ AL
0.4 NA NA A
3 26 @) [ol
a8 o) Q
Cheallen 0.4 NA NA am
24 ) .
\\
NA NA
26
48
a - D.ougc applied by technician indicated

NA - Not Applicable




ION STEBPY IN GUINEA PIGS
Sterile  Tegt

B test croup: RT No. SN Q"] venicle 9.9 =alineuarerial Varisaf+ 4

Lo+ 195 -1}

.. . . L4410~ S

@ Positive Control Group NA. Vehicle NA Animal No. oM 27
Date Animal Received "l}Lo\Q\ Date Initiaced '7!1?_!5!

Challenge Date alls IB}

Source w Sex 9

r
2
Sensi~- Obser- §:
tizing Dosed vation Erythema Edema
Dose No. (.mD Period : %
(Hes) . (98l
O“} NA NA NA 22
| 24 &) o ﬁ E:fa N
48. [ QL o U il >
0.4 NA NA NA %m 1129
24 7/
3 3 o T e B &, |
.Y NA NA ma | D ' 515 .
26 (@) Vo)l f
3 . S o m—— “‘?E_—ﬁée_a.u_; =
Challen o NA NA NA cg | 8liq
2% 0 o : & S/
| Dese 4 7 B— T 2 7R g
T NA NA e
W
48 I—

4 - Dosage applied by :echt;ician indicated
NA - Not Applicable




T ION STUBY IN GUINEA PIGS
Sterile Test

B<] Test Group: RT No. 8" 1({o QM Vvebicle Q3% salineMaterial Varisof+ 4

Lo+ 19§ -\3(0

410~
@ Positive Control Group NA Vehicle AA Animal No.
Date Animal Received '7'!0'81 Date Initiated '7! 22) g |

souree Dean Dawl sex _E_ : Challenge Daze _8))alg

©
Sensi- Obser- Y
tizing Dose? ‘> vation Erythema Edema :’
D Ne. Period '
ose Mo. | ( vy (Rrs) . |98
‘ 0.4 RA A  NA eg. | coed ~l52
26 o) ~
%8 . o) o &Jg_-%%.~
oM NA NA m [ NTO INY) 0[29
26 o 294
3 ' %8 5 é ﬁm.ﬂﬁi
__(;.4 NA NA NA
3 %% ) 7
48 Q o e 1 ep T 619
Chellengd O v A XA MA | gE se | 8liq
A 48 (3] L0 %'ﬁﬁ
\ " a .
NA NA +
24 )
4 - Dosage applied by techunician indicated

NA - Not Applicable




DERMAL smﬁIT;QIION STURY IN GUINEA PIGS
Srerile Test

Test Group: RT No. 811 oQ7 vebicle Q3% salingMarerial Varisaft Y-

Lo+t 195 -1}
L4410~ '

[@ Positive Control Group MA Vehicle NA - Animal No. QH,’}S
Date Animal Received "]hO' < ) Date Ioitiated ‘” 22 J 8

Source w\ Sex 9 4 . Challenge Date 8! 19 i g

4

=}
Sensi- Obser- ' I8
tizing Dosed vation Erythema Zdema d
Dose No. Cm |> Period ' o
(Ars) . : 1981
>y RA_ NA NA \
‘ ¢ za o s& sg.l ala
48" ) o T WA WYY
.M NA NA m | NJO INX [1(29
24 o) o 730
- ' 48 8 0 ITwsy N3l
3 Q.4 NA NA NA B
- 26 A /a2
s
Challen C. "l NA NA NA se. 1o 8lq
Dese % Q. -
Y S ) 2 1 2 Al
. NA >
24
48 R E— —

2 =~ Dosage applied by technician indicaced
NA = Not Applicable




1 ION STUDY IN GUINFA PIGS
Sterile Test

& Test Group: RT No. aj l !EQ'] Vehicle 2.9 % h terialv . E| 47

Lot 19§ -1}

. 410~ ,
@ Positive Coatrol Group NA Vehicle ANA Animal Nob. QHHYO

Date Animal Received g ' (Ol S Date Initiated ',7 2
SmrctM\ Sex -jo- ‘ . Challenge Date al |S|8]
¢
S
) ~
Sensi- Obser- E
tizing Dosed vation Erythems Edema
Dose No. ( D Period : z
AN (Hes) . o 1981
Q.Y m n e
‘ 24 ) £E 1
43 Q Lz ol 2541

) = _.q %%

48

bl pple

NA

C.Y NA NA RA %_ g
3 24 ®) ., N Y |
a8 I°) o) T KT E: _

Challengd C.Y NA NA M | cp 819
= e A

NA NA ol
48 — |
4 - Dosage applied by :echnician.indicn:cd

NA -~ Not Applicable




@ Positive Countrol Group

Date Animal Received

suree Dean Dal

T ION STUBY IN GUINEA PIGS
Steri
8 Test Group:

'1&)0\8\

e

. <
RT No. a: ] !EQ'I Vebicle Q9% =alineMa

Test

Lo+

Vehicle ﬁ[ﬁ Animal No.

terialvaﬂéﬁ-qj
198 -130
410~ .

44l

Date Initiated

Challenge Date 8“9‘8\

'
_
Sensi~- Obser- e
tizing Dose? vation Erychesa Edema -
L] P .“ ’ -
soae Bo. | (py|) | Berisd ¥ |iga
_C XA x A SRl S | D12
\ 24 8 ol s 1 113=
48 ) ' T4 2[4t -
Q.4 NA NA wm | NI [NS9[1]29
26 - 3
a Bl — ° o AR
3 oY | NA NA - IS Y B
2 @3
%8 0 o % |
NA

Chellengd O.Y Eu NA YA EIT
[y
Desi Za f
P e —— -
e NA NA R I
48 B —
a - Dosage applied by techuician indicated

NA - Not Applicable




DERMAL SENSITIZATION STUBY IN GUINEA PIGS
. . Steriie Test .
B Test Groue: RT No. 8|10 Vebicle Q.9% salineMacerial Varisaft 47

Lot 1985 -130
10~ .

- . . ot
[NA] Pesitive Control Group NA Vehicle NA Animal No. _Q UMYk

Date Animal Received 'ﬂtOlB\ Date Initiated '1’ LLISI
Swrch\ Sex 9 . . Challenge Date ~_ 8 8!
¥
S
Sensi- Obser- e
tiziog Dosed vation Erythema Edema :
D No. Period '
e e | (ml) | Tam F|iaa
Q4 RA NA NA £2 -
\ 24 a o £
48 o) o Tam NTA 2T I
3 oY NA N w [N MR 129
24 rar d 724 7
' a8 e —5 m_ﬂﬁ
3 __Q‘-‘ NA NA %_&@#
- 24 ( 2
%I _O o) £ Kl ’
Chellen O. M NA NA M | cp leg | o9
Dese 2% 7 D ¢
Do 4 o o B v/ A 7]
—w— | FA NA N
24
48 —
a = Dosage applied by techmician indicated

NA - Not Applicable




Dermal Sensitization In Guinea Pigs - Body Weights )
crerile Varisof+ 475

Naive -
@i‘les-e Group -RT No. £371{(oCMN VehiclecS % saline Test Compound Lo+ /95 - 136
- Positive Control Group A Vehicle _ nA

Animal Number
HIO0- | GHtO- L-IO- 410 - T
0383 [C298 | 044D | oydlk : Leii’;n Date
IQ8|:
3751 232 | 268 | 379 \ ' 2 Inlaa
Q| <419 | 450 | 442 N 722 | 729
549 | 490 | 524 | 494 N Je 95
bt 55, | 895 | 53 N b glis
| 6934 | @Ol |65 | 866 N\ sRislig
W Animal Number J
\ . . Tech=
nician Date
\ Scale Used: KTron 4809 ‘ R T)IL:
N | seateveess Y £09 1. 7ve | 7/29
\ Scale Used: K‘Tﬁﬁ 4209 ,[LZ:i
\ Scale Used: 1 Teoal HR0S VAR
\ | Sealelasd: y T 4809 ] o9
:\ -~ Scale Used:

NA - Not Applicable
Oform chcmgje a8 2




- ®-¥e9c Group RT No.

Dermal-Sensitizarion in Guinea Pigs - Dailz QObservations

sterile -

811 Q7 Vehicle 99y qling Test Compound
@ Positive Coantrol Group NA Vehicle A‘A Room Ho. po

Voarisof+ 4758
kot 195-13¢

Animal Number

6110~ | bY|0-| 410 -| LYIO- Tech-

0382 | OB | oMUH4S [OUHG nician | Date
- ullll - A 2 1981
NI NI N | N 1023
NN TN TN gl /o3
N Al N N_ % 7/24
all | | Tdit 24
v on o W \ AR
N A Al Al \ g | 277
NN [N \ N [ /2.9
N N NN NZ7Y 7/2-_@_
) A N 'r\) 77° 7/30
AR e 792 | Y3y

NN NN 792 | 5/
o) SEESIE N, 1792 | ¥/
N N AJ A 72 | 2/
\J Mol &) \ o | I
AN a2 \ |78k
NI N TN [y N7
N N N N \|ee |8/n
AR W4 A | A ‘\’/7 /8 _
Oform change 7/20/81 €& N - No Visihle Abmormalicies

NA - Not Applicable




Dermal-Sensitization in Guinea Pigs - Daily Observations
Naive sterile - iSof+ 4753
g@k'u Group RT No. 87101 Vehicle 99 saling Test Compound V;:: '5,35—1315.
[@ Positive Control Group NA Vehicle NA Room MNo. o

Animal Number
LH10- | 410~ LHIO - (.:‘442— \ . Tech-

it e 3 2 \ " as)

v | vl ]l o\ 22| Y
INEEY NI, \ j &

N A Y ' Sk

NE VN Al N\ DR Y,

N1 N1 NI N \ e | 8
AN T T \ L) | /¢
) VR BV ISV BV \ Mgl
A Nl \ R 1o RallaZ
NI v, N \ dso | 8/17 ‘
NH NN Al \ hYe glg

Nl NI N[N \ e |8]19
NIV N A \ Ly | s/2
V| Wl \ M) el
e il V[P
—— \ ' —
\ _
\ 4

© ch 4 T ~
:"') form a.n%z ‘l/zo '8‘ eR N =« No Visible Abnomlic;u

NA - Not Applicable

Canot avesidcy 8117181 A®)
ToRd > Epbe) 8121(5 Aed




DERMAL SENSITIZATION STUDY IN GUINEA PIGS

—> MNaive sterile Test Varisot+ 415
5"" Group: g7 No. SB116007 venicleqqd saling Material Lo¥ 95 -3¢0

Date Animal Recsived

| 1‘@8\

Date Initiaced _7/2Q Za
C,ho.llcna.cm‘*t _LLﬂlL

b - = 'g
| Obser- 8 T ™
ii0- | () | e | s,
o3ga 24 m | w e lseogla
g | 10% 3 ) S
0398 0.4 | ,21: NQA <'5m 182 ?’aliwg' |
3 |.0% | ] 1) ) % ae) | < |
o44s | OM | u u 1 8, # -
i ;
F | 1.0% —a——F—— N SRRV
o44e | o.M I M | N L | o | slia |
2 [ zt | 0 S B 225 é ‘!;
0% 2 o~ da] Tz
| | —wa— | WA w |
a - Dosage applied by techuician indicatad

NA - Not Applicable

change a1 fa1 &




Dosa Janze

D S TIZATION STUDY

GUINEA PIGS

Test

Test Group: RT No.87 0 Vchi;hW&hterial Varisoft 475¢

Date Animal Received _;/528 /8

Source M | Sex X\

saline Lot 195-136

Dace Initciaced ZZ g{&[

EOF b
i = 5 £
i (4H10 - Obser- a iy 'f'
Animal No. | Dosed vation Erychems. Edems 3 g: :
Period .
() | G ° 8l
o5 XA | 5A A 1; lq
02955 7 3 ® %! S
L A A8 2 Q | W72
j 29 0.5 | NA A NA_| pp Lg_l 4/q
26 .0 . AP s 1l
© %, 5.0%| 23 5 T TR T

o

a = Dosage_applied by Cechuician indicaced
NA = Not Appiicable




Cosa znze

DERMAL SENSITIZATION STUDY GUINEA PIGS
Test

§ Test Group: RT No. 8'“5‘24 )'I Ven:cle sipriio Qa%mteri&l Var'\gg& 4153
So-line Lo+ 1895-13(
Date Animal Received E‘QB | 8 |
Souree  Denn Daw | Sex ég‘ Date Initiaced -:llilljii
2 (5' |
_ i iy
10 Obsez- - & F
_.nal No. | Dose® vacion Erythems Edems |3 f::
i Period '
' GORER * 98/
! 0.5  RA | %A NA ' g pe% 7/9
o7 %% ; N 2 lio
l m 3'0070 48 c% ™ ) 4 L9 ;I_"
0.5 l NA ¥A YA o | sg,_il nla
!OQ7 | 26 | : - 1!
' é%g 1.0% | ) t ;3 E§j E§§§L—1f§? zﬂ;o
’ | ‘ : .
XA H
‘ ‘ | |
| |  a ]
ﬁ | 2% ' T
\ | 48 | 3
| ; NA
! } 26
? %8

a - Dosage applied by techpician indicated
YA - Yot Applicable




Jacl Dosa 2azza

0712 0.7 7o Test

RT No. 92/Q0 2 V'niclc *uteria.l ]/amsqét ﬁ/Zf.
/ﬁ'ﬂ#@ LO7 138K

Date Animal Received <4/ /O ‘/ﬂ

Source ZE‘pn le( Sex Z Date Initiated gzlzzxm

- w—
|10 chsez- | = F
mimel vo. |soset | vasion | Dviem | Uem O
_\_5'/7-& (m/) (Hes) e [q&
0179 | O NA A ;
246 )
- @ 28 7 i3 P
/L. 'OéQ OIQ/ ' NA YA
: 2% 70
S0 7% —% Z.o S
O/@7 7 I_Q,Q—' | I;A NA ' | (
o7 ——r——— a4 : i
027 | 05| u m u !A%g l/\W%ﬁ,
& 2 :
| /00 7 S = = %S;/ ' X X '
| —— | w |
| | L ———
a = Dosage afplied by techuician indicated
NA - Not Applicable
0, Qec:ora//n Error
G[28/5 W

rd




(

Heacl

@

e

=

7acl

E Test Group:

Date Animal Recsived

Dosa 2inze

DERMAL SENSITIZATION STUDY IN GUINEA PIGS

4///0/ 57

Z

Saline

RT Neo. SZZQQ %ehiclc jﬁr/(ﬂ_,_()‘gzg:::rial l/ffC!iigéﬁ —/Zjﬁ

145 A3y

Date Iniciaced @4 Zéz a

>

Source :%a'ﬂ/—bggg/ Sex
o =
| Lo
(o470 Obsez- E. £Er
animal No. | Dese® vagion Erychema Edema : 5
(s;) | (m) | hamis F 99
O/wo _Q,O/ NA _NA w | ADY \\xgce/rz
@ [ioo7 P P S - S CVs WIS BV
O/éo 0.5 | NA
287 | i
O/p0 | 05 |
é 50% —
Oc/éa 0.5 | w |
757 —a—

s ————

!
|

ﬂ NA
26

¥

a = Dosage appliad by technician indicaced
NA - Not Applicable




Heack

&|&
e 0

/ .
~ Tacl

1

Dosa 2anzas

DERMAL SENSITIZATION STUDY IN GUINEA PIGS —

E Test Group: RT No. ¥ Z{_/égz‘z Vchlicl ZE [/z’glzlzz\i:::rial [/a c(iQéZ 75
Salny /95,34

Date Animal Recsived “'7///0 /ﬂ

Soures 2‘00 D.a‘/ Sex C‘? Date Initiaced w

5 7
W/ 0~ Qbser- :.": E‘ fg ’
agimal No. | Dose? vatiocn Erythema . Edema 8 :-n- |
G [ (m) | s T g
OBl | 0.5 " w“ ;
| @ [15h —=& 2.0
T o6 o5 a -
| @ oo —H— e
0G% | p5 | _
Q [757% —=%
UAZ _Q;i u

10/ 3 me v

|

a = Dosage applied by technician indicated
NA - Not Applicable




N -
o Dosa 2izze
’ DERMAL SENSITIZATION STUDY IN GUINEA PIGS
E Test Gromp: RT No. QC_ ZZQCZ;Z Venicl ' A ;I(‘:::rial /am'sit 475
Saler 195 <13 ¢y
Date Apimal Rccnivch 4//0/ﬂ :
seures _ Deon a0l Sex ___ I Dace Iniciated M
¢ .
o b |
. E fr |
| /O~ Obsar- A I
animal No. | Dose® vacion Erychems Edema |2 :
' Site JCmD) | ey A
O/87 09 XA NA :
26
—~ @ go 70 [x] ] 2.0
.L~ O/yci 06 [ NA JA
’ @ 15 7o ' Z: : ;2.“"'; : - [
O/K7 | 0.55 | NA : f Of22.
O | 26 =0 |
S IQOZ» l a8 ) 2.0 I\ A EX)
%9 QQ/ | w | NA | NA lkm
[ ' 2% ? 0 C) T A :
kféﬁZd 48 2. 0 - /A @ ‘ :
i ﬂ; | | |
’ —— ———————
a = Dosage applied by techmician i.n-dica:cd
NA = Yot Applicable
M-




Heacl
D, @
~N ' P
ar !

Dose znza
DERMAL, SENSITIZATION STUDY IN GUINEA PIGS

. [E Test Group: RT No. J Tl venicl ﬁg, /2 0.920 !T;::rial Varlsgf 475
Salirnaw <O 138N

Date Animal Received ~4/ 70 /ﬁ

Source _2:%2 / cul Sex 57\ Date Initiaced @22 42

E B

‘W 70~ Obser—- % fé 5 :
Animal No. | Dosed ~ vatiom Erythema Edema |3 =

(siB) [Cmi) | Tamse Ry
O/97 | OO NA NA xa [NOY (AR

~ L& Vol —5—18 o g_‘&x‘ij@é

O/72 0.9 | A ¥A NA S%% rgég‘%ﬁ
& /0705 v e a_"' AN ; foen

, NA NA * NA !
| 24 ;
43

|
l [ '
NA ! NA .,
Z‘b | P l
! 48 : i |
' I
NA NA NA \\
24 ,.
48 j ——

a - Dosage applied by techuician indicated
NA - Not Applicable
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Ethoxylated and Imidazolium Quaternary Ammonium Compounds:

Additional Information and Responses to letter dated
February 22, 1993 from Dr. John D. Walker,
Executive Director, TSCA Interagency Testing Committee,
to Dr. Jim T. Hill, Director PIR Program - CSMA in regard to
Data Submissions from QUATS Steering Committee Members
Filed in Response to the 22nd Report of the
TSCA Interagency Testing Committee

Attachment 7:

Laboratory Report - Biodegradability
{IQAC 68122-86-1]



TENCO HYORO/ARROSCIENCES, INC., 4821 SOUTH ARCHER AVE., CHICAGO, {(LLINOIS 80832. TELEPHONE 312/582 34

Arr =

LABORATORY REPORT

Test: Biodegradability

Sample: Varisoft 475

Lab Data:
BOD5 53,000 BOD20 329,000
BOD10 286,000 BOD30 416,000
COD (analytical) 2,171,280 mg/L
COD (theoretical) 2,220,000 mg/L
BODS/COD 0.02 BODZO/COD 0.15
BODIO/COD 0.13 30030/COD 0.19

Reaction Rate Constant 0.07

Results: Based on the above data, we feel Varisoft 475 can be
considered biodegradable.

Analytical Procedures: )
BOD: In determining the biodegradability of Varisoft 475, our
laboratory conducted an Ultimate Oxygen Demand (UOD) study.

The product was aerated for eight (8) weeks with organisms
supplied in settled raw sewage to acclimate them to this
particular source of food. This was used as our seed material.

In the UOD determinations, aliquots were incubated in the

presence of the seed material at 20°C. Samples were taken ten (10)
consecutive days and also after twenty (20) and thirty (30)

days of incubation. BODs were determined on these samples (see
attached analyses report), plotted against time and a reaction
rate constant calculated.

COD: Chemical Oxygen Demand is determined by refluxing samples in
50% sulfuric acid solution with potassium dichromate which is
the oxidizing agent. The amount of K Cr207 requjred,.to oxidize
the sample is the COD. /

!

Carl Andrews

Director of Laboratory

| WATER AND AIR POLLUTION SPECIALISTS
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Ethoxylated and Imidazolium Quaternary Ammonium Compounds:

Additional Information and Responses to letter dated
February 22, 1993 from Dr. John D. Walker,
Executive Director, TSCA Interagency Testing Committee,
to Dr. Jim T. Hill, Director PIR Program - CSMA in regard to
Data Submissions from QUATS Steering Committee Members
Filed in Response to the 22nd Report of the
TSCA Interagency Testing Committee

Attachment 8:
WARF Institute Reports 8040871 & 8040872 -

Skin Irritation, Eye Irritation, Acute Oral Toxicity
[PEQ 68410-69-5)




AP -~

> . W WARF INSTITUTE, INC.
- MADISON, WISCONSIN

Reports are submitted to clients on a confidential basis. No reference to the work, the results or to the Institwte in any f
of advertising, news release or other public announcement may be made without written authorization from the Instit

) REPORT

Primary Skin Irritation, Primary Eye Irritationm,

Analysis for Acute Oral Toxicity
Description of Sample

Date Received 3-31-78 Reference Number Sample Code 211-58A

3/31/78
Submitted by Ashland Chemical Company

Janesville, WI ()ﬁﬁ M»—w

7]
Richard M. Egan

Claimed Content

Results Acute Oral LDsg: In excess of 5.0 grams per kilogram:
of body weight. )

/ Skin irritation index: 5.1

Eye Irritation score: 24 hr 48 hr 72 hr Day 7
10.8 8.2 6.8 6.7
Method See attached protocols.
Remarks In accordance with FHSA regulations, this product is not “toxte

orally, is irritating to the skin and is irritating to the eyes.

Ph D

Signed

. WARF INSTITUTE, INC. 1

by and for
Date May 11, 1978
WAREF Institute No. 8040871

i

BTV




W WARF INSTITUTE. INC.

MADISON, WISCONSIN

ACUTE ORAL TOXICITY Client: Ashland Chemical Company

WARF Institute No.: 8040871 Sample: Code 211-58A

Test Animal: Male young adult albino rats (approximately 7 weeks
of age) of the Sprague Dawley strain* were procured, maintained in
group cages in air conditioned quarters, provided continuous access to
commercial laboratory feed and water and held for a conditioning period
of at least 7 days.

Method: Animals were chosen at random from the conditioned animals,
dosed as spefified and maintained individually in screen bottom cages
with continuous access to feed and water for a two week observation
period. Observations were made at hourly intervals for 5 hours after
dosing and twice daily for the remainder of the two week period. At
termination, surviving animals were sacrificed. Gross post mortem
examinations were performed on all animals on test and groses tissue
alterations noted. -

Method of Administration: Stomach tubed.

Concentration of Test Material: As submitted.

Results:
Average
Body Weights (gms) Mortality

Dosage Level [1] (gm/kg) Initial Terminal Number [2] Day [3]

5.0 200 303 0/10 -

3

Oral LD5g: In excess of 5.0 grams per
kilogram of body weight.

(1] Of test material

[2] Number dead/number dosed

(3] Period during which deaths were observed

* ARS/Sprague Dawley - Madison, Wisconsin

Other Observations: Necropsies were done on all of the animals.

None of the animals had any remarkable tissue
alterations.

FORM 28-4
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Wl WARF INSTTTUTE, INC.

MADISON, WISCONSIN

PRIMARY SKIN IRRITATION Client Ashland Chemical Company

WARF Institute No. 8040871 Sample Code 211-58A

Test Animal: Young adult rabbits (approximately 14 weeks of
age) of the New Zealand white strain weighing 2.5 to 3.5 kg were procured,
maintained individually in screen bottom cages in air conditioned quarters,
provided continuous access to commercial laboratory feed and water and
held for a conditioning period of at least 7 days.

Method: Conditioned animals were chosen at randbm, treated and
maintained as specified for the conditioning period.

The hair was'clipped from the back and flanks of the animal. The
test material was applied to two areas on each rabbit, 1 abraded area,
and 1 intact area, in the amount of 0.5 ml per area in the case of
liquids or 0.5 gm per area in the case of solids. The treated areas
were covered with a gauze patch and taped to maintain the test material
in contact with the skin and decrease the rate of evaporation. The
animals were immobilized for a 24 hour period at which time the coverings
were removed and the degree of erythema and edema were recorded according
to the scale below. A second reading was taken at 72 hours. The average
of the 24 and 72 ‘hour readings were used to determine the primary irritation
index for the sample.

Concéntration of Test Material: as submitted

Results:
24 Hours (1) 72 Hours (1)

Animal Abraded Unabraded Abraded Unabraded

Number Er. Ed. Er. Ed. Er. Bd. Er. Ed. .
196 3 2 3 2 3 2 3 2
197 3 2 3 2 3 2 3 2
198 3 2 3 2 3 3 i 3
199 3 2 3 2 3 2 3 2 P
200 3 2 3 2 3 2 3 2 h
201 3 2 3 2 3 2 3 2

Score 24=hour 5.0 72-hour 5.2

Primary Skin Irritation Index (2): 5.1

(1) Score equals sum of erythema and edema readings.
(2) Skin irritation index equals average of 24 and 72 hour scores.

Erythema and Eschar Formation Score Edema Formation Score
Slight erythema 1 Slight edema (barely
Defined erythema 2 perceptible) 1
Moderate to severe erythema 3 Defined edema (edges
Severe erythema to slight definite rising) 2
eschar formation 4 Moderate edema (area
raised 1 mm) 3

Severe edema (raised
more than 1 mm) 4




FORM 28-4

Wl WARF INSTTTUTE. INC.

MADISON, WISCONSIN

EYE IRRITATION Client: Ashland Chemical Company
WARF Institute No.: 8040871 Sample: Code 211-58A

Test Animal: Young adult rabbits (approximately 14 weeks of
age) of the New Zealand white strain weighing 2.5 to 3.5 kg were procured,
maintained individually in screen bottom cages in air conditioned quarters,
provided continuous access to commercial laboratory feed and water and
held for a conditioning period of at least 7 days.

Method: Conditioned animals were chosen at random, treated and

maintained as specified for the conditioning period.
‘

For each animal treated, one-tenth of a milliliter (0.1 gm for
solids) of the test substance was instilled into one eye and the untreated
eye served as a control. The reaction to the test material was read
according to the scale of scoring for damage at specified times after
instillation. Any residue of the test material and accumulated discharge
were flushed from the eyes each time they were scored.

Concentration of Test Sample: As submitted.
Special Washing: None
Results:

Rabbit Cornea Conjunctivae
Number Opacity Area Iris Redness Chemosis Discharge

259 .0 0 0 2 0 0

260 0 0 0 0 0 0

261 0 0 0 2 1 1

24 Hour 262 0 0 0 1 0 0
263 (d) 1 4 1 2 K} 3

264 0 0 0 2 2 1

Eye Irritation Score: 10.8 T

259 0 0 0 2 0 0

260 0 0 0 0 0 0

261 0 0 0 1 0 1

48 Hour 262 0 0 0 0 0 0
263 () 1 4 1 2 2 3

- 7264 0 0 0 1 0 0

Eye Irritation Score: 8.2

259 0 0 0 0 0 0

260 0 0 0 0 0 0

261 0 0 0 0 0 0

72 Hour 262 0 0 0 0 0 0
263 () 1 4 1 2 3 3

264 0 0 0 0 0 0

Eye Irritation Score: 6.8



FORM 28-4

MADISON, WiSCONSIN
EYE IRRITATION (Continued) Client: Ashland Chemical Company
WARF Institute No.: 8040871 Sample: Code 211-58A
Results:
Rabbit Cornea Conjunctivae

Number Opacity Area Iris Redneeq Chemosis Discharge

259 0 0 0 0 0 0
260 0 0 0 0 0 0
261 ¢ 0 0 0 0 0 0
Day 7 262 0 0 0 0 0 0
263 (b)) 2 3 0 2 2 1
264 0 0 0 0 0 0

Eye irritation score: 6.7

(b) Sloughing of 25-49% of the corneal epithelium.

(d) Sloughing of 75-100% of the corneal epithelium.




B WARF INSTITUTE, INC.

MADISON, WISCONSIN

eports are submitted to clients on a confidential basis. No reference to the work, the results or to the Institute in any form
t advertising, news release or other public announcement may be made without written authorization from the Institute.

] REPORT
Primary Skin Irritation, Primary Eye Irritation,
Analysis for acute Oral Toxicity
Description of Sample Varisoft 222-90%
Date Received 3-31-78 Reference Number Sample Code /11-58B
. 3/30/78 90
Submitted by Ashland Chemical Company W'
Janesville, WI ¢T
‘ LR >®
Richard M. Egan
Claimed Content
Resuits Acute Oral LDsg: In excess of 5.0 grams per kilogram
of body weight.
Skin irritation index: 5.2
Eye Irritation score: 24 hr 48 hr 72 hr Day 7
11.0 3.5 0.8 0.8
Method See attached protocols. .
Remarks In accordance with FHSA regulations, this product is mot toxic -

orally, is irritating to the skin and is irritating to the eyes.

S“&‘%.aa%zﬁwpbp

by and for the WARF IN7 STITUTE, IN Co jb

Date May 11, 1978
WARF Institute No. 3040872

SORM 2 4
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Bl WARF INSTITUTE INC.

MADISON, WISCONSIN

ACUTE ORAL TOXICITY Client: Ashland Chemical Company
WARF Institute No.: 8040872 Sample: Code 211-588

Test Animal: Male young adult albino rats (approximately 7 weeks
of age) of the Sprague Dawley strain* were procured, maintained in

Method: Animals were chosen at random from the conditioned animals,
dosed as tpcc;!ud and maintainaed individually in sereen bottom cages
wvith continuous access to feed and water for a two week observation
period. Observations were made at hourly intervals for 5 hours after
dosing and twice daily for the remainder of the two week period. At

Method of Administrationm: Stomach tubed.
Concentration of Test Material: As submitted.

Results:

Avera
Body Weights (gms) Mortall
Dosage Level 1] (gm/kg) Initial Terminal Number I:i Day [3]
5.0 220 310 0/10 -
Oral LD5p: In excess of 5.0 grams per
kilogram of body weight.
(1] Of test material
(2] Number dead/number dosed
(3] Period during which deaths wers observed
* ARS/Spragee Dawley ~ Madison, Wisconsin
Other Observatioms: Necropsies were done on all of the animals. One of

the animals showed atrophy of the right testicle. None of
the remaining animals showad any remarkable tissue alterations.
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B WARF INSTTTUTE, INC.

MADISON, WISCONSIN

PRIMARY SKIN IRRITATION Client: Ashland Chemical Company
WARF Institute No.: 5040872 Sample: Code 211-58B

Test Animal: Young adult rabbits (approximately 14 weeks of age)
of the New Zealand white strain weighing 2.5 to 3.5 kg were procured,
maintained individually in screen bottom cages in air conditioned
quarters, provided continuous access to commercial laboratory feed and
water and held for a conditioning period of at least 7 days.

Method: Conditioned animals were chosen at random, treated and
maintained as specified for the conditioning period.

Th.hnirmclipp‘dfro-th.hckandﬂnhofthcm:l-l. The
test material was applied to two areas on each rabbit, 1 abraded ares,
andlinuctam,inthaumtofo..‘s-lpcrnruinth.uuof
liquids or 0.5 gm per area in the case of solids. The treated areas
meomd'ithamup‘uhudupdto-mumchustm
hmzutheham-nddoa“thnudmnu. The
-unlamt—unutaauwmumn-:hm
mmutbdmofcnh-lud-mwm
to the scale balow. A second resading was taken at 72 howrs. The
o!thnzltand72hourud1ng-muudtod¢mth.pt1-ryimn-
tion index for the sample.

Concentration of Test Material: As submitted.

Results:
24 Hours (1) 72 Hours (1)

Animal Abraded Unabraded Abraded Unabraded
Number Er. Ed. Er. Ed. Er. Ed. Er. Ed. i

196 3 2 3 2 3 3 3 3

197 3 2 3 2 3 2 3 2

198 3 2 3 2 3 2 3 2

199 3 2 3 2 3 2 32

200 3 2 3 2 3 3 3 3. \

201 3 2 3 2 3 2 3 2
Score 24~hour 5.0 72-hour 5.3

Primary Skin Irritation Index (2): 5.2

~ (1) Score equals sum of erythems and edems readings.
(2) Skin irritation index equale average of 24 and 72 hour scores.

Erythema and Fschar Formation Score Edema Formation Score _ .
Slight erythema 1 Slight edema (barely ‘
Defined erythema 2 perceptible) 1
Moderate to severe erythema 3 Defined edema (edges
Severe erythema to slight definite rising) 2
eschar formation 4 Moderate edema (area
raised 1 mm) 3

Severe edema (raised)
mere tham 1 mm) 4




W WARF INSTITUTE INC.

MADISON, WISCONSIN
EYE IRRITATION Client: Ashland Chemical Company
WARF Institute No.: 8040872 Sample: Code 211-58B

Test Animal: Young adult rabbits (approximately 14 weeks of
age) of the New Zealand white strain weighing 2.5 to 3.5 kg were procured,
maintained individually in screen bottom cages in air conditioned quartsrs,
Provided continuous access to commercial laboratory feed and water and
held for a conditioning period of at least 7 days.

Method: Conditioned animals were chosen at random, treated and
maintained as specified for the conditioning period.

For each animal treated, one-tenth of a milliliter (0.1 gm for
solids) of the' test substance was instilled into one eye and the untreated
eye served as a control. The reaction to the test material was read
according to the scale of scoring for damage at specified times after
instillation. Any residue of the test material and accumlated discharge
vare flushed fmth.m-uchu-thnymm.

Concentration of Test Sample: As submitted
Special Washing: None

Results:
Rabbit Cornea Conjunctivae
Number Opacity Ares Iris  Redness Chewceis Discharge
283 1 4 0 2 3 2
284 0 0 0 2 1 2
285 0 0 0 0 0 0
24 Hour 286 0 0 0 2 1 1l -
287 0 0 0 1 1 0
288 0 0 0 2 2 1
Eye Irritation Score: 11.0
283 1 1 0 2 2 1
284 0 0 0 0 0 0
285 0 0 0 0 0 0
48 Hour 286 0 0 0 1 0 0
287 0 0 0 1 1 0
238 0 0 0 0 0 0
N - Eye Irritation Score: 3.5
283 1 1 0 0 0 o
284 0 0 0 0 0 0
285 0 0 0 0 0 0
72 Hour 286 0 0 0 0 0 0
287 0 0 0 0 0 0
288 0 Q 0 0 0 0

Eye Irritation Score: 0.8

FORM 28-4




W WARF INSTTTUTE, INC.

MADISON, WISCONSIN

EYE IRRITATION (Continued) Client: Ashland Chemical Company
WARF Institute No.: 8040872 Sample: Code 211-58B
Results:
Rabbit Cornea Conjunctivae
Number Opacity Area Iris Redness Chemosis Discharge
283 1 1 0 0 0 0
284 0 0 0 0 0 0
285 ¢ 0 0 0 0 0 0
Day 7 286 0 0 0 0 0 0
287 0 0 0 0 0 0
288 0 o} 0 0 0 0

Eye irritation score: 0.8







Ethoxylated and Imidazolium Quaternary Ammonium Compounds:

Additional Information and Responses to letter dated
February 22, 1993 from Dr. John D. Walker,
Executive Director, TSCA Interagency Testing Committee,
to Dr. Jim T. Hill, Director PIR Program - CSMA in regard to
Data submissions from QUATS Steering Committee Members
Filed in Response to the 22nd Report of the
TSCA Interagency Testing Committee

Attachment 9:
WARF Institute Reports 8040875 & 8040876 -

Skin Irritation, Eye Irritation, Acute Oral Toxicity
[(PEQ 68410-69-5, 5% dispersion]
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W WARF INSTITUTE, INC.

MADISON, WISCONSIN

ed to diants on a confidential basis. No reference to the work, the results or to the Institute in any
news release or other public announcement may be made without written authorization from the |n:

i REPORT

Primary Skin Irritation, Primary Eye Irritation, Acute Oral Toxicity

Description of Sample

Date Received

Submitted by

Claimed Content

Resulits

Method

Remarks

3-31-78 Reference Number 211-58E 3/30/78

' F
Ashland Chemical Company \9/ % DISPERSION O
Janesville, WI /- .{8/4

22290 <cor 2/

'
Richard M. Egan

Acute Oral LD5sg: in excess of 5.0 grams per kilogram of body weight
Skin Irritation Index: 0.8

Eye Irritation Scores: 24 Hr. 48 Hr. 72 Hr.
1.0 Zero Zero

Please see the attached protocols.

In accordance with FHSA regulations, this product is not toxic

orally, is not irritating to the skin, and 1s not irritating
to the eyes.

%)
by and for the W F IN STITUFI'E,iN C.

Date May 11, 1978
WAREF Institute No. 8040875




B8 WARF INSTITUTE. INC.

MADISON, WISCONSIN

ACUTE ORAL TOXICITY Client Aghland Chemical Company

WARF Institute No. 8040875 Sample Code 211-58E

Test Animal: Male young adult albino rats (approximately 7 weeks
of age) of the Sprague Dawley strain* were procured, maintained in
group cages in air conditioned quarters, provided continuous access to
commercial laboratory feed and water and held for a conditioning period
of at least 7 days. :

Method: Animals were chosen at random from the conditioned animals,

period. Observations were made at hourly intervals for 5 hours after
doeing and twice daily for the remainder of the two week period. At

" termination, surviving animals were sacrificed. Gross post mortem
examinations were performed on all animals on test and gross tissue
alterations noted.

-

Method of Administration: stomach tubed

Concentration of Test Material: as submitted

Results:
Average
Body Weights (gms) Mortality
Dosage Level [1] (gm/kg) - Initial Terminal Number [2] Day [3]
5.0 196 279 0/10

Oral LD¢y: in excess of § gn/kg of body weight

[1] Of test material
{2] Number dead/number dosed
{3] Period during which deaths were observed

* ARS/Spraguwe Dawley; Madison, Wisconsin
Other Observations: Necropsies were done on all of the animals. Two of
the animals had lungs that were dark red in color.

None of the remaining eight animals showed any re-
markable tissue alterations.

FORM 28-4
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8 WARF INSTITUTE, INC

MADISON, WISCONSIN
PRIMARY SKIN IRRITATION Client Ashland Chemical Company

WARF Institute No. 8040875 Sample Code 211-58E

Test Animal: Young adult rabbits (approximately 14 weeks of
age) of the New Zealand white strain weighing 2.5 to 3.5 kg were procured

Method: Conditioned animals were chosen at random, treated and
maintained as specified for the conditioning period.

The hair was'clipped from the back and flanks of the animal. The
test material was applied to two areas on each rabbit, 1 abraded area,
and 1 intact area, in the amount of 0.5 ml per area in the case of
liquids or 0.5 gm per area in the case of solids. The treated areas
were covered with a gauze patch and taped to maintain the test material
in contact with the skin and decrease the rate of evaporation. The
animals were immobilized for a 24 hour period at which time the coverings
were removed and the degree of erythema and edema were recorded according
to the scale below. A second reading was taken at 72 hours. The average

Concentration of Test Material: as submitted

Results:
24 Hours (1 72 Hours (1)

Animal Abraded Unabraded Abraded Unabraded

Number Er. Ed. Er. Ed. Er. Ed. Er. Ed.
265 1 0 1 0 0 o 0 .0
269 1 o 1 0 1 o0 1 0
278 1 1 1 1 0 0 0 o
280 1 1 1 1 0 o 0 o0 R
282 1 0 1 0 0O 0 0
270 1 0 1 o0 0 o 0

Score 24~hour 1.3 7

0
0
Primary Skin Irritation Index (2): 0.8

(1) Score equals sum of erythema and edema readings.

(2) Skin irritation index equals average of 24 and 72 hour scores.

Erythema and Eschar Formation Score Edema Formation Score
Slight erythema Slight edema (barely

Defined erythema perceptible) 1
Moderate to severe erythema Defined edema (edges
Severe erythema to slight definite rising) 2
eschar formation Moderate edema (area
raised 1 mm) 3
Severe edema (raised
more than 1 mm) 4

&~ WN =




. B WARF INSTITUTE INC.-

® MADISON, WISCONSIN
EYE INRITATION ' Clisnt Ashland Chemical Company

WARF Instituts No. 8040875 ’ Sample Code 211-58%

Test Animal: Young adult rabbits (spproximately 14 weeks of
age) of the New Zealand wvhite strain weighing 2.5 ¢to0 3.5 kg ware procured,
maintained individually in screem bottom cages in air conditioned quarters,
provided continuous access to commercial laboratory feed and water and
ht.l.dfotneondi:inni.ngpciod‘ofatlnst7dn o .

Concentration of Test Sampls: as submitted

Special Nashing: none

Results:
Rabbit Cornea Conjunctivae
Number Opscity Ares Iris  Redness Chemosis Discharge
13 o o 0 0 0 0
14 0 0 0 0 0 1] -
24 15 0 -0 0 0 0 0
Hour 16 0 N 0 0 -0 0
17 0 0 0 1 o 1
18 (1] 0 0 1 0 0
Eys Irritation Scors: 1.0 \
13 0 o 0 0 0 0
14 0 0 0 0 0 o
48 15 0 .0 o 0 0 0
Bour 16 (] 0 0 0 0 (0
_17 - 0 0 0 (1] 0 0
18 0 0 0 0 0 1]
"Eye Irritation Score: 0
13 (] o 0 0 0 (]
14 0 .0 0 (] 0 0
72 15 0 0 0 0 0 0
Hour 16 0 0 0 0 0 0
17 0 0 0 1] 0 0
18 0 1] 0 0 (1] 0
'“l'y- Irritation Score: 0

FORM 294 -
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Ml WARF INSTITUTE, INC. %@ﬁ
MADISON, WISCONSIN

Reports are submitted to clients on a confidential basis. No reference 1o the work, the results or to the Institute in any
of advertising, news release or other public announcement may be made without written authorization from the Inst

Analysis for Primary Skin Irritation, Primary Eye Irritation, Acute Oral Toxicity
Description of Sample
Date Received ~ 3-31-78 Reference Number 211-58F @
A
Submitted by Ashland Chemical Company ERSHO
Janesville, WI o) % 08P A
¥ N , / ,v{ g
Richard M. Egan ~
Claimed Content
Results

/Acute Oral LDsp: in excess of 5.0 grams per kilogram of body weight
Skin Irritation Index: 1.0

ye Irritation Scores: 24 Hr. 48 Hr. 72 Hr.
Zero Zero Zero

Method
Please see the attached protocols.

A

PO

In accordance with FHSA regulations, this product is not toxic
orally, is not irritating to the skin, and is not irritating
to the eyes.

Remarks

Signed 5.@4.: ?l!n‘la\ quﬁ
byandtorthe  WARF INSTITUTE, INC.

Date May 11, 1978.

WARF Institute No. 8040876

:\ﬁ\' 3




FORM 28-4

ACUTE ORAL TOXICITY

WARF Institute No.

Test Animal:
of age) of the Spra
group cages in air
commercial laborato
of at least 7 days.

Method: Animals were chos
dosed as specified and

with continuous gcc

B WARF INSTITUTE, INC.

MADISON, wisCONSIN

Client Ashland Chemical Company

8040876 Sample Code 211-58F

Male young adult albino rats (approximately 7 weeks
gue Dawley strain* were Procured, maintained in
conditioned quarters, provided continuous access to

ry feed and water and

period. Observations were made at hourly

Method of Administration:

held for a conditioning period

en at random from the conditioned animalg,
maintained individually in screen bottom cages

for the remainder of the two week period. At

stomach tubed

as submitted

Concentration of Test Material:
Results:
Average
Body Weights (gms) Mortalit
Dosage Level [1] (gm/kg) Initial Terminal Number (2] Day [3]
5.0 ' 196 289 0/10

Oral LD5p: in excess

[1] Of test material
(2] Number dead/number dosed
[3] Pertod during which deaths were observed

* ARS/Sprague Dawley; Madison, Wisconsin

Other Observations:

Necropsies were done
the animals had hemor
testine. None of the
any remarkable tissue

of 5 gm/kg of body weight

on all of the animals. Two of

rhagic content in the small in-
remaining eight animals showed
alterations.



FORM 28.4

Kl 'WARF INSTITUTE. INC.

MADISON, WISCONSIN
PRIMARY SKIN IRRITATION Client Ashland Chemical Company

WARF Institute No. 8040876 Sample Code 211-58F

Test Animal: Young adult rabbits (approximately 14 weeks of
age) of the New Zealand white strain weighing 2.5 to 3.5 kg were procured

Method: Conditioned animals were chosen at random, treated and
maintained as specified for the conditioning period.

‘
The hair was clipped from the back and flanks of the animal. The
test material was applied to two areas on each rabbit, 1 abraded area,
and 1 intact area, in the amount of 0.5 ml per area in the case of
liquids or 0.5 gm per area in the case of solids. The treated areas
were covered with a gauze patch and taped to maintain the test material

animals were immobilized for a 24 bour period at which time the coverings
were removed and the degree of erythema and edema were recorded according
to the scale below. A second reading was taken at 72 hours. The average
of the 24 and 72 hour readings were used to determine the primary irritatiom

index for the sample.
Concentration of Test Material: as submitted

Results:

24 Hours (1) 72 Hours (1)
Animal Abraded Unabraded Abraded Unabraded
Number Er. Ed. Er. Ed. Er. Ed. Er. Ed. -

265 1
269
278
280
282
270
Score

-
[

1 2
1 1
1 0
1 1

ococoroo
©oococooo
cocoooo
OHMOONRK
©ocoooco

= e
o

1 1
24-hour 7

Primary Skin Irritation Index (2): 1.0

(1) Score equals sum of erythema and edema readings.
(2) Skin irritation index equals average of 24 and 72 hour scores.

Erythema and Eschar Formation Score Edema Formation Score

Slight erythema 1 Slight edema (barely
Defined erythema 2 perceptible) 1

Moderate to severe erythema 3 Defined edema (edges
Severe erythema to slight definite rising) 2

eschar formation 4 Moderate edema (area
raised 1 mm) 3

Severe edema (raised
more than 1 mm) 4




W WARF INSTTTUTE. INC.

MADISON, wiSCONBIN
EYE IRRITATION Client Ashland Chemical Company

WARF Institute No. 8040876 Sample Code 211-58F

Test Animal: Young adult rabbits (approximately 14 weeks of
age) of the New Zealand white strain weighing 2.5 to 3.5 kg were procured,
maintained individually in screen bottom cages in air conditioned quarters,
provided continuous access to commercial laboratory feed and water and
held for a conditioning period of at least 7 days.

Method: Conditioned animals were chosen at raﬁdom, treated and
maintained as specified for the conditioning period.

For each aﬂimnl treated, one-tenth of a milliliter (0.1 gm for
solids) of the test substance was instilled into one eye and the untreated
eye served as a control. The reaction to the test naterial was read
according to the scale of scoring for damage at specified times after
instillation. Any residue of the test material and accumulated discharge
waere flushed from the eyas each time they were scored.

Concentration of Test Sample: as submitted
Special Washing: none
Results:

Rabbit Cornea Conjunctivae
Number Opacity Area Iris Redness Chemosis Discharge

19

20

24 21
Hour 22
23

24

OOOOQ.O
CoO0O0OO0OOO0O
COO0oo0oOo
OC0OoOO0COoOCO
Qooooo
(=N -NolNoNelo

»

Eye Irritation Score: 0 T

19

20

48 21
Hour 22
23

24

=N eNeNeNole)
OCOCcCocooo
= RoNeoNoNole)
(=R eNeNoNoNa)
cCooooo
Cooocoo

Eye Irritation Score: 0

19

20

72 21
Hour 22
23

24

OCoOO0OO0OO0OO
elefoloNole]
CoQoo0Oo
OCOO0O0OOO
(>NeoNeNoNoNo]
OCO0OO0O0O0O

Eye Irritation Score: 0

FORM 28-4







Ethoxylated and Imidazolium Quaternary Ammonium Compounds:

Additional Information and Responses to letter dated
February 22, 1993 from Dr. John D. Walker,
Executive Director, TSCA Interagency Testing Committee,
to Dr. Jim T. Hill, Director PIR Program - CSMA in regard to
Data Submissions from QUATS Steering Committee Members
Filed in Response to the 22nd Report of the
TSCA Interagency Testing Committee

Attachment 10:

Toxicity Studies for Ashland 0il Company
[PEQ 68410-69~-5, 4% and 8% dispersions]
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TOXICITY STUDIES
' FOR

ASHLAND CHEMICAL COMPANY

COMPILED BY:
Lois Green

REPORTED: REQUESTED BY:

August 7, 1973 Dr. N.S. Salomons



EYE ATION STUDY

Federal Hazardous Substances Labeling Act

Varisoft 222 4% Solution

u‘(k(
Varisoft 222 % Solution

Bio-Toxicology Laboratories © Toxicity and A pplied Research Studies - Animal and Humen




DRAIZE RARBIT EYE JRRITATION STUDY PROCEDURE

FEDERAL HAZARDOUS SUBSTANCES LABELING ACT

A group of 12 albino rabbits was used in this study to determine
the toxicity of the substance g submitted to eye mugosa. A series of
6 rabbits was used for testing each substance.

One tenth af a milliliter of the product under test was instilled
into the conjunctival sacs of the test animals. All treated eyes were
unwashed. Ocular evaluations were made with the unaided eye.
These evaluations were made at 24, 48 and 72 hours.

The cornea is scored on the basis of the density of the opacity
and the total area involved. The iris is scored on the intensity or
degree of inflammation exhibited; and the palpebral and bulbar mucosae
are scored on the extent of chemosis, hyperemia and discharge.

Bio-Toxicology Laboratories * Toxicity and Applied Research Studies - Animal and Human




DRAIZE SCALE FOR SCORING OCULAR LESIONS
1. Cornea )

A. Opacity-Degree of Density (area which is most dense
taken for reading)

Scattered or diffuse area-details of iris clearly visible.......... 1l
Easily discernible translucent areas, details of iris
slightly obscured....... S 2
Opalescent areas, no details of iris visible, size of
pupil barely discernible.....vc.00veeuennn... “rsesseseesaeaas 3
Opaque, iris invisible......... R 4
B. Area of Corneal damage involved
One quarterof area (or less) but NOt Zero........ovveeun ..., 1
Greater than one quarter, less thanone-half.................. 2
Greater than one half, less than three quarters............ cees 3
Greater than three quarters up towhole area............. veses 4
Score equals A x B x § Total maximum - 80

2. Iris
A, Values
Folds above normal, congestion, swelling circumcorneal injection
(any one or all of these or combination of any thereof), iris

still reacting to light, (sluggish reaction is positive)........... 1

No reaction to light, hemarrhage; gross destruction (any

one or all of these)........ cesececscecsecnen Crecerteccaneen 2
Score equals A x 5 Total possible maximum - 10

3. Conjunctivae
A. Redness (refers to palpebral and bulbar conjunctivae excluding
cornea and iris)
Vessels definitely injected above normal....ceevve... B ¢
More diffuse, deeper crimson red, individual vessels not
€aSily diSCernible. s v ueen e eieeeeeneeneonseenonnnennsnnas 2

Diffuse beefy red...c.ie i eenreceececonsesencases ieseesenes 3
B. Chemosis ) S
Any swelling above normal (includes nictitating membrane)....... 1
Obvious swelling with partial eversion of the lidS...o.vvvvvenn.. 2
Swelling with lids about half closed...... Cecesereeeeanenns ceee 3
Swelling with lids about half closed to completely closed........ 4

C. Discharge
Any amount different from normal (does not include small amount

observed in inner canthus of normal anNIMals) .. veeeeerveeeeeeenn 1

Discharge with moistening of the lids and hairs just adjacent

O the lidS. .ttt ittt ieeeeieeneeesoneeneoeeoceenaansnnnas 2

Discharge with moistening of the lids and considerable area

around €y€...cveeu... Seesseracssaeeaa s et aca s st o ac e e 3
Score (A + B + C)x 2 Total maximum - 20

The maximum total score is the sum of all scores obtained for the cornea,
iris and conjunctivae. Total maximum score possible - 110 points

Bio-Toxicology Laboratories  Toxicity and Applied Research Studies - Animal and Human
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DRAIZE RABBIT EYE IRRITATION STUDY

"“““,T"“d Varisoft 222
4% Solids
Animal No, 1 Unwashed

TT 2 I 34 g7
Day
Hour Daily Thereafter
I— CORNEA

A— Opacity

B— Area Involved

II— IRIS -

A— Ewvaluation
III— CONJUNCTIVAE

A— Hyperemia 1
B— Chemosis

C— Discharge

Total Points

{Total Possible 110} 2

NOTE: ABSENCE OF NUMERICAL SCORING INDICATES SCORES = 0

Bio-Toxicology Laboratories Toxicity and Applied Research Studies - Animal and Human




DRAIZE RABBIT EYE IRRITATION STUDY

Product Tested Varisoft 222
’ 4% Solids

Animal No. 2 Unwashed

Day

Hour Daily Thereafter

I— CORNEA

A— Opacity

B— Area Involved

II— IRIS -

A— Ewvaluation

III— CONJUNCTIVAE

A— Hyperemia 1

B— Chemosis

C— Discharge

Total Poines 2
(Toeal Poselbie 110)

NOTE: ABSENCE OF NUMERICAL SCORING INDICATES SCORES = 0

Bio-Toxicology Laboratories * Toxicity and Applied Research Studies - Animal and Human




DRAIZE RABBIT EYE IRRITATION STUDY

Product, Tested Varisoft 222
4% Solids
Animal No. 3 Unwashed

i rTTTA?&
A

Hour Daily Theresfter

I— CORNEA

A~— Opacity

B— Ares Involved

II— IRIS

A— Evaluation

IlI— CONJUNCTIVAE

A— Hyperemia 1

B— Chemosis

C— Discharge

Total Points
(Totat Possible 110! 2

NOTE: ABSENCE OF NUMERICAL SCORING INDICATES SCORES = 0

Bio-Toxicology Laboratories © Toxicity and Applied Research Studies -

Animal and Human
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DRAIZE RABBIT EYE IRRITATION STUDY

Product Tested Varisoft 222
v 4% Solids

Animal No. 4 Unwashed

Day
Hour Daily Thereafter

I— CORNEA

A— Opacity

B— Area Involved
I— IRIS | -

A— Evaluation
IlI— CONJUNCTIVAE

A— Hyperemia 1

B— Chemosis

C— Discharge

Total Poines
(Totsl Possible 1100 2

-

NOTE; ABSENCE OF NUMERICAL SCORING INDICATES SCORES = 0

Bio-Toxicology Laboratories Toxicity and Applied Research Studies - Animal and Human
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DRAIZE RABBIT EYE IRRITATION STUDY

Product"reud Varisoft 222
4% Solids
Animal No. S Unwashed

1 41516171
Dav

Hour Daily Theresfter

I— CORNEA

A~ Opacity

B— Area Invoived

II— IRIS -

A— Ewvaluation

II— CONJUNCTIVAE

A— Hyperemia 1
B~ Chemosis

C— Discharge

Total Points

(Torsl Possibie 110} 2

NOTE: ABSENCE OF NUMERICAL SCORING INDICATES SCORES = 0

Bio-Toxicology Laboratories ® Toxicity and Applied Research Studies - Animal and Human




-11-

DRAIZE RABBIT EYE IRRITATION STUDY

Product Tested Varisoft 222
’ 4% Solids
Animal No. 6 Unwashed
112131415167
Day
H ! Daily Thereafter
I— CORNEA
A— Opacity

B— Area Invoived

II— IRIS -

A— Ewvaluation

III— CONJUNCTIVAE

A— Hyperemia 1
B~ Chemosis

C—- Discharge

‘Total Points

{Toeal Poseible 110} 2

NOTE: ABSENCE OF NUMERICAL SCORING INDICATES SCORES = 0

Bio-Toxicology Laboratories ® Toxicity and Applied Research Studies - Animal and Human
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DRAIZE RABBIT EYE IRRITATION STUDY

Product Tested Varisoit 222
4% Solids
Animal No. 1 Unwashed

o

1 4151617
Day

Hour Al Daily Thereafter

I— CORNEA

A— Opacity

B— Area Invoived

II— IRIS -

A— Ewvaluation
III— CONJUNCTIVAE

A— Hyperemia 211
B— Chemosis

C— Discharge

Total Points

{Total Possible 110! 412

NOTE: ABSENCE OF NUMERICAL SCORING INDICATES SCORES = 0

Bio-Toxicology Laboratories ¢ Toxicity and Applied Research Studies - Animal and Human
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DRAIZE RABBIT EYE IRRITATION STUDY

Product Tested Varisoft 222
-4 8% Solids

Aaimal No. 2 Unwashed

Day

Hour Daily Thereafter

I— CORNEA

A— Opacity

B— Area Involved

II— IRIS -

A— Ewvaluation

III— CONJUNCTIVAE

A— Hyperemia 211

B— Chemosis

C— Discharge

Total Points
{Totsl Possibie 110} 4 {12

NOTE: ABSENCE OF NUMERICAL SCORING INDICATES SCORES = 0

Bio-Toxicology Laboratories ® Toxicity and Applied Research Studies - Animel and Human
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DRAIZE RABBIT EYE IRRITATION STUDY

Product Tested YVarisoft 222
" 8% Solids
Animal No. 3 Unwashed

T 415167
Day

Hour Daily Thereafter

I— CORNEA

A— Opacity

B-—~ Area Involved

II— IRIS

A— Evaluation

III— CONJUNCTIVAE

A— Hyperemia 211
B~ Chemosis

C— Discharge

Total Poiants

(Totat Possibie 110) 412

NOTE: ABSENCE OF NUMERICAL SCORING INDICATES SCORES = 0

Bio-Toxicology Laboratories ® Toxicity and Applied Research Studies - Animal and Human
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DRAIZE RABBIT EYE IRRITATION STUDY

Product Tested Varisoft 222

. 8% Sollds
Animal Ne. 4 Unwashed

oo tTPASTT

Hour Daily Thereaftsr

I— CORNEA

A— Opacity

B— Ares Ilnvolved

II— IRIS

A— Evsaluatioa
III— CONJUNCTIVAE

A~ Hyperemia 1 v o
. LY
B— Chemosis
Cw Discharge
Towal Points
(Total Possible 110 2

P

NOTE; ABSENCE OF NUMERICAL SCORING INDICATES SCORES = 0

Bio-Toxicology Laboratories ® Toxicity and Applied Research Studies - Animal and Human
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DRAIZE RABBIT EYE IRRITATION STUDY

Product Tested Varisoft 222
8% Solids
Y]
Animal Ne. 5 Unwashed

r!l!t!l?‘
Day .

Hour Daily Thereafter

.I— CORNEA

A~ Opacity

B— Area Involved
II— IRIS

A— Ewvaluation

III— CONJUNCTIVAE

A— Hyperemia 211 e
A
B— Chemosis
C— Discharge
Total Points
{Tousl Possible 110 4 |2

NOTE: ABSENCE OF NUMERICAL SCORING INDICATES SCORES = 0

Bio-Toxicology Laboratories ® Toxicity and Applied Research Studies - Animal and Human
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DRAIZE RABBIT EYE IRRITATION STUDY

Product Tested Varisoft 222
8% Solids
¢
Animal Ne. 6 Unwashed
1 415167
Day
Hour ! Daily Thereafter
I— CORNEA
A— Opacity

B— Ares lnvolived

II— IRIS

A— Evaluation

III— CONJUNCTIVAE

A— Hyperemia 1 .
2y
B— Chemosis
C— Discharge
Total Points
{Total Possibia 110) 4 |2

NOTE; ABSENCE OF NUMERICAL SCORING INDICATES SCORES =0

Pio-Toxicology Laboratories ® Toxicity and Applied Research Studies - Animal and Human
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SUMMARY OF POINTS SCORED

Varisoft 222
4% Solids
8% Solids

Bio-Toxicology Laboratories ¢ Toxicity and Applied Research Studies - Animal and Human
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PRIMARY IRRITATION STUDY

Federal Hazardous Substances Labeling Act

Varisoft 222
4% Solids
8% Solids

Bio-Toxicology Laborstories o Toxicity and Applied Research Studies - Animal and Human
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METHOD FOR PRIMARY IRRITATION-RABBIT SKIN

FEDERAL HAZARDOUS SUBSTAN CES LABELING ACT

The intact and abraded skin of albino rabbits was used for
this study. A series of 6 rabbits was lbed for testing substance.
The hair was clipped from the backs with the aid of angor®®8fbpers. Two
areas of the back, placed approximately ten centimeters apart, were
designated for the positions of the patches. One area was abraded by
making four epidermal incisions (two perpendicular to two others in the
area of the patch.) The patches consisted of two layers of light gauze
cut in squares (2.5 cm. on the side). The patches were secured to the
area by thin bands of adhesive tape. The material to be tested ®.5ml.)
was introduced beneath the patch. The entire trunks of the animals were
then wrapped in clear plastic trunk bands. The trunk bands help to hold
the patches in position and retards evaporation of volatile substances
during the twenty-four hour exposure. The compound under test was
applied so that there were two applications (one intact and one abraded)
to each of six animals. The animals were immobilized in a special
holder during the twenty-four exposure period. Upon removal of the
patches the resulting reactions were evaluated on the basis weighted
scores. Evaluations were again made after seventy-two hours. The final

Score represents an average of the twenty-four and seventy-two hour
readings,

Bio-Toxicology Laboratories Toxicity and A pplied Research Studies - Animal and Human
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ETHOD P S
FOR

EVAIUATION OF SKIN REACTIONS
—m—==nae Y 2 oRIN REACTIONS

A. Erythema and Eschar Formation

Very slight erythema (barely perceptible)...................... 1
Well defined ?rythemall...."...........l..OO...‘.'....'..'. 2

Mmeratetosevereerythema.....l...“‘........l...l.l..'.l 3
Severe erythema (beet redness) to slight eschar formation
(1njuries 1ndepth)'........‘.............l..'.l..l.'. 4
Ibtal possible erythema SCOr@.saveeesencesansoncnaengs 4

B. Edema Formation
Very slight edema (barely perceptible)........................ 1
Slight edema {(edges of area well defined by definite raising)..... 2
Moderate edema (area raised approximately 1 mm,),....... teses 3
Severe edema (raised more than 1 mm. and extending beyond
area of exposure).............................. 4

Total possible edema score............................ 4

Total possible score for Primary UritatioNee.ceeeeesnes.,. 8
OF SensSitiZatioN.esseseennesses, 8

Prim Ind Segsi;iz;ggg

2orless.....,. .mild irritant 2 or less,.,..... . .mild sensitizer
2 = 5 iienenin .moderate irritant N . » .moderate sensitizer
6 or above...... severe irritant 6 or above,.... s seeSCVErE sensitizer

Bio-Toxicology Laboratories e Toxicity and A pplied Research Studies - Animal and Human
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SCORE SHEETS

B (3 .
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- PRIMARY [RRITATION STUDY
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Product Tested Varisoft 222 4% Solids
Test Method Drg‘fn Woodard and Calvery
RABBIT SKIN
ANIMAL COMBINED
INTACT ABRADED AVERAGE
»0, SEX 24 HRS. 72. HRS. 24 HRS. 72 HRS.
1 M 0 0 0 0
2 F 0 0 0 0
3 F 0 0 0 0
0.0
= M 0 0 0 0
5 M 0 0 0 0
F 0 0 0 0
AVERAGE . _ 0.0 0.0

Primary Irritation Index of Compound 0,0

Bio-Toxicology Laboratorics « Toxicity ard Applied Research Studies -

Animai cnd Human



- PRIMARY IRRITATION STUDY
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Product Tested Varisoft 222 6% Solids
Test Method Dru'."e Woodurd and Calvery
RABBIT SKIN
ANIMAL COMBLNED
INTACT ABRADED AVERAGE
*0. SEX 24 HRS. 72.HRS. 24 HES. 72 HRS.
. M 0 0 0 0
2 F 0 0 0 0
3 F 0 0 0 0
0.0
M 0 0 0 0
5 M 0 0 0 0
F 0 0 0 0 )
AVERAGE _ 0.0 0.0

Primary Irritation Index of Compound

0.0

Bio-Toxicology Laboratorics o Toxicity ard Applied Research Studies -

Animal cnd Human



ACUTE ORAL TOXICITY STUDY

Varisoft 222
4% Solids
8% Solids

-26-
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ME D - A

A group of approximately 30 albino male and female rats, fasted
for twenty~four hourd were employed to establish an LDgq range for each
product under test.

Young adult rats which had not been used for previous test purposes
were assigned to various dose levels at random. ‘Both sexes were equally
distributed.

The product under test was placed in a glass syringe and introduced
through the esophagus into the stomach with a stainless steel catheter.

Animals on the same dosage level were then placed in a common cage
with free access to food and water. The animals were observed daily fora -
two week period. No postmortem, or histopathology examinations were

N

performed in this particular study. s

Bio-Toxicology Laboratories * Toxicity and Applied Research Studies - Animal and Human
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SCORE SHEETS

B . .
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ACUTE ORAL TOXICITY ASSAY

Varisoft 222
EXPERIMENTAL DATA

Doages 0.5 cc./Kg. - 16.0 =c./Kg. Animals Fasted male & female albino rats
Concentration 4% Solids in aqueous solution Weighs  200-300 grams

: Number snd Day of Deaths °
Group

Ne. Animale 5|6} 7 I 8 l 9 |10

<
»lo o oo o

vin

L

OBSERVATIONS.

Animals did not exhibit any effects rom the test material. )

Eating habits and behavior patterns remained normal throughout the
observation pertod. -

L

[

Equally non-toxic to males & females,

W, = Over 16.0 cc./Kg.

b, = Over 16.0 cc./Kg. (95% Confidence Limits = Not Establighed)
Over 16.0 cc./XKg.

iy * D = Deathe
* 8 = Survivels
Bio-Toxicology Laboratories * Toxicity and Applied Research Studies - Animal and Human
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ACUTE QORAL TOXICITY ASSAY

Varisoft 222
EXPERIMENTAL DATA

Anieaale Fasted male & female albino rats
200-300 grams

DO.I'“ 0.5 CC./Kg. - 16.0 CC./KQ.
Concentration 8% Solids in aqueous dispersion Weights

o

Grous
Ne.

81§

v

v

vi

Vil

vin

X : eiKs.

x
S, i i =WI*L—==&H__J=__¢

OBSERVATIONS.

Animals did not exhibit any effects from the test material.

Eating habits and behavior patterns remained normal throughout the

cbservation period,

Equally non-toxic to males and females. I

Wb, = Over 16.0 cc./Kg.
Over 16.0 cc./Kg. (95% Confidence Limits = Not Established)

Do =  Over 16.0 cc./Kg.
* D = Danthe

* 8w Survivah
Bio-Toxicology Laboratories ¢ Toxicity and Applied Research Studies - Animal and Human
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SUMMARY & CONCLUSIONS

Bio-Toxicology Laborstories ¢ Toxicity and Applied Research Studies - Animal end Humen




-32-

SUMMARY & CONCLUSIONS STUDIES PERFORMED
OF TO q;-ni DAT IRRIT. N
SAM ng arlsoft 5:22 4% Solids X l?mﬁERRH‘ATIAg:IO
X  ACUTE ORAL TOXICITY
(See Individual Score Sheets ACUTE DERMAL TOXICITY
for Detailed Information) DAY SUBACUTE TOXICITY
ACUTE INHALIATION
DRAIZE EYE IRRITATION STUDY 6 albino rabbits
[® evedunwashed | eves washed eveg waghed |
Total Mean Total Mean Total .Mean
RUCTURE | Points Value | Points Value _Points Value
| Cornea 0 0.0
Iris 0 0.0
ConjunctivaeL' 12 2.0

Requires labeling under the Federal Hazardous Substances Act.
X Does not require labeling under the Federal Hazardoug Substances Act.

PRIMARY IRRITATION STUDY 6 albino rabbits
Primary Irritation Index:
X Non-primary irritant (score 0.0) Moderate primary irritant(score2.1-5.0)

Mild primary irritant (score 0.1-2.0) Severe primary irritant (score over 6.0)

Requires labeling under the Federal Hazardous Substances Act. _
Does not require labeling under the Federal Hazardous Substances Act.

-+

ACUTE ORAL TOXICITY X Acute Oral LDgg Study - 30 albino rats
(single parenteral doge) F. A, Proce - 10 albino rat
Acute Oral LDgq Study: Federal Hazardous Substances
Act Procedure:
LDgg - 95% Confidence Dosage: 5.0 c.c. or 5.0 gms./Kg.
Over 16.0 cc./Kg, Limits Deaths: '
Not Established ’
Requires labeling under the Federal Hazardous Substances Act.
X Does not require labeling under the Federal Hazardous Substances Act.

Bio-Toxicology Laboratories ¢ Toxicity and Applisd Research Studies - Animal and Human




SUMMARY & CONCLUSIONS STUDIES PERFORMED
OF TOXICITY DATE DRAIZE EYE IRRITATION

SAMPLE Varisoft 222 8%Solids X PRIMARY IRRITATION
X  ACUTE ORAL TOXICITY
(See Individual Score Sheets ACUTE DERMAL TOXICITY
for Detailed Information) DAY SUBACUTE TOXICTITY
ACUTE INHAIATION
DRAIZE EYE IRRITATION STUDY 5 albino rabbits
[ gxgi unwashed _eyes waghed eyegwagshed ]
Total Mean Total . Mean Total -Mean

STRUCTURE | Pointg __ Valye | Points Value Points _ Valye

- Cornea 0 0.0

Iris 0 0.0

Conjunctivaq 32 5.3

Requires labeling under the Federal Hazardous Substances Act.
X Does not require labeling under the Federal Hazardoug Substances Act.

PRIMARY IRRITATION STUDY 6 albino rabbits
Primary Irritation Index:
X Non-primary irritant (score 0.0) Moderate primary irritant(score2.1-5.0)

Mild primary irritant (score 0.1-2.0) Severe primary irritant (score over 6.0)

Requires labeling under the Federal Hazardous Subamnéel Act.
XDoes not require labeling under the Federal Hazardous Substances Act. .

ACUTE ORAL TOXICITY X Acute Oral LDgg Study - 30 albino rats
|_(single parenteral dose) F.H.8.L.A, Procedure - 10 albino rats
Acute Oral LDgq Study: Federal Hazardous Substances
Act Procedure:
LDsg - 95% Confidence Dosage: 5.0 c.c. or 5.0 gms./Kg.
Over 16.0 cc./Kg. Limits Deaths:
Not Established

Requires labeling under the Federal Hazardous Substances Act.
X Does not require labeling under the Federal Hazardous Substances Act.

Bio-Toxicology Laboratories * Toxicity end A”&d Research Studies - Animal and Human







Ethoxylated and Imidazolium Quaternary Ammonium Compounds:

Additional Information and Responses to letter dated
February 22, 1993 from Dr. John D. Walker,
Executive Director, TSCA Interagency Testing Committee,
to Dr. Jim T. Hill, Director PIR Program - CSMA in regard to
Data Submissions from QUATS Steering Committee Members
Filed in Response to the 22nd Report of the
TSCA Interagency Testing Committee

Attachment 11:

Report to Ashland Chemical Company - Acute
Toxicity Studies with Varisoft 222
[PEQ 68410-69-5, 4% dispersion]
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ACUTE TOXICITY STUDIES WITH
VARISOFT 222°. ~

MARCH 15, 1973 \

IBT NO, 601-02910
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1810 FRONTAGE ROAD
NORTHBROOK, ILLINOIS 60062

March 15, 1973 -

]
Mr. Robert B. McConnell
Ashland Chemical Company
Division of Ashland Oil, Inc.
Chemical Products Division
2001 Afton Road
Janesville, Wisconsin 53545

Dear Mr. McConnell:

Re: IBT No. 601-02910 - Acute Toxicity
Studies with Varisoft 222

We are submitting herewith our laboratory report dated
March 15, 1973, prepared in connection with the above study.
Very truly yours,

J&b.—&-—.&,—_\

E‘.
J. C. Calandra E
President

JCC/kjl



Industrial B1O -TES T Ladoralories, Inc.

REPORT TO
ASHLAND CHEMICAL COMPANY

ACUTE TOXICITY STUDIES WITH
VARISOFT 222

MARCH 15, 1973

IBT NO. 601-02910

I. Introduction

A sample identified as VARISOFT 222 (4% Solids Dispersion),
Lot No. 152-12, was received from Ashland Chemical Company for
toxicological evaluation. The following studies were conducted:
Acute Oral Toxicity Study - Albino Rats
Eye Irritation Test - Albino Rabbits

Primary Skin Irritation Test - Albino Rabbits



Industrial B1O -TEST Laboralsries, Ine.

II.  Summary

The results of the acute toxicity studies with VARISOFT 222

(4% Solids Dispersion), Lot No. 152-12, are summarized below.

Test : Results
Acute Oral Toxicity Study - LDggy > 34, 600 mg/kg
Albino Rats
Eye Irritatjon Test - Minimally Irritating
Albino Rabbits (11.8/110.0)
Primary Skin Irritation Test - Mildly Irritating
Albino Rabbits . . (1.9/8.0)

Respectfully submitted,

INDUSTRIAL BIO-TEST LABORATORIES, INC.

Report prepared by: " L'CL.I;&A l’n ékﬂlll\ﬂ.i/
Beverley Kretchmar
Technician
Acute Toxicity

Report approved by: QMWV\ ‘\Qt{\/;

Carmen Mastri, B.S.
Senior Group Leader
Acute Toxicity

M/ L Kephngeé, Ph, D, ’j

Manager, Toxicology

v

chm
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III. Inve stigational Procedures

A. Acute Oral Toxicity Study - Albino Rats

Young albino rats of the Charles River strain (COBS)* were used
as test animals. All animals were kept under observation for five days
prior to experimental use, during which period they were checked for
general physica'l health and suitability as test animals. The animals
were housed in‘ stock cages and were permitted a standard laboratory
diet plus water _ad libitum, except during the 16-hour period immediately
prior to oral intubation when food was withheld,

Initial screening was conducted in order to determine the general
level of toxicity of the test material, Selected groups of four albino
rats each (two males and two females) were administered the test material
at several dose levels., All doses were administered directly into the
stomachs of the rats using a hypodermic syringe equipped with a ball-tipped
intubating needle.

After oral administration of the test material, the rats v»;ere housed
individually in suspended, wire-mesh cages and observed for thé foilo‘w-
ing 14 days. Initial and final body weights and reactions were recorded.

A necropsy was conducted on all animals sacrificed at the end of the 14-day

observation period,

* Charles River Breeding Laboratories, Inc. » North Wilmington, Mass.




Industrial B1O-TEST Labaralsries, Inc.

At the end of the observation period, the acute oral median lethal

dose (LDgg) of the test material was determined.




Industrial B1O -TEST Laboralories, Jne.

B. Eye Irritation Test - Albino Rabbits

Young albino rabbits of the New Zealand strain were used to
evaluate the eye irritating properties of the test material. The test
method was patterned after that of Draize et al. )

The tegt material was instilled into the conjunctival sac of
the right eye of each rabbit according to the treatment procedure
presented in Table I. The left eye of each animal served as a control,
At each scoring interval the cornea, iris, and palpebral conjunctiva
were examined and graded for irritation and injury according to a
standard scoring system®*. The rnaximum possible score at any one
examination and scoring period is 110 points, which indicates maximal
irritation and damage to all three ocular tissues. Zero score indicates
no irritation. The scoring system is presented in Table II. In this
scoring systemn, special emphasis is placed upon irritation or damage
to the cornea, while less emphasis is placed upon damage to the iris
and conjunctiva, |

After completion of the test, the scores were analyzed, and
a descriptive eye irritation rating was assigned to the test material.
The criteria used for assignment of the descriptive rating are the fre-
quency, the extent, and the persistence of irritation or damage which
occur to the three ocular tissues.

* Draize, John H., Woodard, Geoffrey, and Calvery, Herbert O.,

'"Methods for the Study of Irritation and Toxicity of Substances Applied
Topically to the Skin and Mucous Membranes," J. Pharm. & Exp.

Ther. 82, 377 (1944),
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-
_ TABLE II
Eye Irritation Test - Albino Rabbits
Scale of Weighted Scores for
Grading the Severity of Ocular Lesions
Ocular
Tissues Description ) Grading
Cornea Opacity (A)
" Opacity - Degree of density (area which is
dense is taken for reading).
Scattered or diffuse area, details of iris
clearly visible. 1
Easily discernible translucent areas, details
of iris slightly obscured. 2
Opalescent areas, no details of iris visible,
size of pupil barely discernible 3
Opaque, iris invisible 4
Area of Cornea Involved (B)
One quarter (or less) but not zero 1
Greater than one-quarter but less than one-
half. : ’ 2
Greater than one-half but less than three-
quarters. 3
Greater than three-quarters, up to whole .
area. 4
Score equals Ax Bx 5 Total maximum = 80
Iris Values (A)
Folds above normal, congestion, swelling,
circumcorneal injection (any or all of these
or combination of any thereof), iris still
reacting to light (sluggish reaction is
- - positive). 1
No reaction to light, hemorrhage, gross des-
truction (any or all of these). 2

Score equals A x 5 Total maximum = 10
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TABLE II continued

Eye Irritation Test - Albino Rabbits

Scale of Weighted Scores for
Grading the Severity of Ocular Lesions

Ocular
Tissues Description . Grading

Conjunctiva Redness (A)
Redness (refers to palpebral conjunctiva only),

Vessels definitely injected above normal. 1
More diffuse, deeper crimson red, individual

vessels not easily dxscermble. 2
Diffuse beefy red. 3

-

Chemosis (B)
Any swelling above normal (includes nictitating

membrane). 1
Obvious swelling with partial eversion of the lids.
Swelling with lids about half-closed. 3
Swelling with lids about half-closed to completely

closed. 4

Discharge (C)

Any amount different from normal (does not in-
clude small amount observed in inner canthus

of normal animals). 1
Discharge with moistening of the lids and haxrs
just adjacent to the lids. . . 2
Discharge with moistening of the lids and hairs - -
and considerable area around eye. 3
Score (A+B+C)x2 Total maximum = 20

Note: The maximum total score is the sum of all scores obtained for the
cornea, iris, and conjunctiva.
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The rating is arrived at by selecting the maximum mean irri-
_tation score at one, 24 or 72 hours after instillation. If the rate of
dissipation of injury does not meet the requirements defined for the
descriptive rating appropriate for a particular numerical score, the

descriptive rating is raised by one or more levels. The rating system

is presented in Table III.
&
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TABLE 11l

Eye Irritation Test - Albino Rabbits

Classification of Test Materials
Based on Eye Irritation Properties

Rating

Range Definition

Non-Irritating

4

Practically
Non-Irritating

Minimally
Irritating

Mildly Irritating

Moderately
Irritating

0.0 - 0.5 To maintain this rating, all scores
at the 24-hour reading must be zero;
otherwise, increase rating one level.

> 0.5- 2.5 To maintain this rating, all scores
at the 24-hour reading must be zero;
otherwise, increase rating one level.

>2.5-15.0 To maintain this rating, all scores
at the 72-hour reading must be zero;
otherwise, increase rating one level.

>15.0 - 25.0 To maintain this rating, all scores
at the 7-day reading must be zero;
otherwise, increase rating one level.

>25.0 - 50.0 To maintain this rating, scores

at 7 days must be < 10 for 60% or
more of the animals. Also, mean
7-day score must be < 20. If 7-day
mean score is < 20 but < 60% of
animals show scores <10, then no
animal among those showin’g scores

> 10 can exceed a score of 30 if
rating is to be maintained; otherwise,
raise rating one level,
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TABLE IIl continued
Eye Irritation Test - Albino Rabbits

Classification of Test Materials
Based on Eye Irritation Properties

Rating

Range . Definition

Severely
Irritating

Extremely
Irritating

>50.0 - 80.0 To maintain this rating, scores
at 7 days must be < 30 for 60% or more
of the animals. Also, mean 7-day
score must be < 40. If 7-day mean
score is < 40 but <60% of the animals
show scores < 30, then no animal
among those showing scores > 30 can
exceed a score of 60 if rating is to be
maintained; otherwise, raise rating
one level. ’

>80.0 - 110.0
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C. Primary Skin Irritation Test - Albino Rabbits

Young albino rabbits of the New Zealand strain were used in the
evaluation of the primary skin irritating properties of the test material.
The test procedure was modeled after that of Dr-'aize et al.*

Priot to the application of the test material, the hair was clipped
from the back and flanks of each rabbit. Two test sites located lateral to
the midline of the back approximately ten centimeters apart were selected.
One of the two sites was abraded by making four epidermal incisions, two
perpendicular to the other two, while the other test site remained intact.

Exactly 0.5 ml of undiluted test material (0.5 g of test material
moistened with a minimum amount of water in the case of solids) was ap-
plied to each of the test sites on each rabbit. The test sites were imme-
diately occluded with two-inch square gauze patches. The patches were
placed directly over the test sites and secured with masking tape. The
trunk of each animal was then wrapped with impervious éia.stici"sheeting.
The wrap held the patches in position and retarded evaporation of the test
material during the 24-hour exposure period.

—At-the end of 24 hours, the plastic wrappings and patches were
removed. The intact and abraded test sites were examined and scored
separately for erythema and edema on a graded scale of 0 to 4. After
72 hours, the sites were reexamined and rescored.

* Draize, John H., Woodard, Geoffrcy, and Calvery, Herbert O.,

"Methods for the Study of Irritation and Toxicity of Substances Applicd
Topically to the Skin and Mucous Mcmbranes,'" J. Pharm. & Exp. Ther.
82, 377 (1944;.
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In e\ialuating the average irritation present, the mean scores
for erythema and edema of the intact test sites after 24 and 72 hours
were added. Similarly, the mean scores for erythema and edema of
the abraded test sites after 24 and 72 hours were added. These two
values were totaled and divided by four to obtain the mean primary
irritation score. The scoring criteria for erythema and edema are

‘

shown in Table IV,

The following grading system was used to arrive at a descrip-

tive primary skin irritation rating:

Mean Primary Irritation Score

(Range of Values) Descriptive Rating
0 Non-Irritating
0.1 - 0.5 Minimally Irritating
0.6 - 1.5 Slightly Irritating
1.6 - 3.0 Mildly Irritating
3.1 . 5.0 Moderately Irritating
5.1 - 6.5 Severely Irritating .
6.6 - 8.0 Extremely Irritating
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TABLE IV

Primary Skin Irritation Test - Albino Rabbits

Scoring Criteria for Skin Reactions

Reaction Description Score
Erythema Barely perceptible : 1
(Edges of area not defined)
' Pale red in color and area definable 2
Definite red in color and area well 3
defined
Beet or crimson red in color 4
Edema Barely perceptible 1
(Edges of area not defined)
Area definable but not raised more 2
than 1 mm
Area well defined and raised 3
approximately 1 mm
Area raised more than 1 mm 4
Injury in Depth Escharosis, Necrosis d 8.
Maximum Primary Irritation Score = 8
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IV. Results )

A. Acute Oral Toxicity Study - Albino Rats

1. Mortality and Body Weights

Individual mortality and body weight data are presented

in Table V.

15
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- TABLE v
TEST MATERIAL: VARISOFT 222
Acute Oral Toxicity Study - Albino Rats
Mortality and Body Weight Data
Animal Individual Body Weights (grams)
Dose# Number Test Day Number: Number Dead Percent
{mg/kg) and Sex 0 14 - Number Tested Dead
T
10,250 1-M 175 305 0/4 0
2-M 163 299
3-F 161 215
4-F 171 221
15,380 5-M 165 298 0/4 0
6-M 172 302
7-F 158 217
8-F 177 224
23,070 9-M 165 296 0/4 0
10-M 187 310
11-F 168 216
12-F 172 229
34,600 13-M 188 308 0/4 - 0
14-M 164 285
15-F 153 212
16-F 176 224

Acute Oral I_.D50 > 34, 600 mg/kg

* The test material was administered undiluted.




Industrial B1O -TEST Laboralories, Jnc. 17

2. _Reactions
The untoward reactions exhibited by the rats following
oral administration of VARISOFT 222 included hypoactivity and ruffed
fur (all dose levels). Onset of these reactions was noted within one hour
after dosing. At the end of 24 hours all animals appeared normal.
Necropsy at sacrifice revealed no gross pathologic

¢
alterations among any of the animals.
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B. Eye Irritation Test - Albino Rabbits

The results of the eye irritation test are presented in Table VI,

-

+r
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C. Primary Skin Irritation Test - Albino Rabbits

The results of the primary skin irritation test are presented in

Table VII,

an
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- TABLE VII

TEST MATERIAL: VARISOFT 222

Primary Skin Irritation Test - Albino Rabbits

Results

22

Irritation Scores for Abraded

Skin Sites At:

Irritation Scores for Intact

Skin Sites At:

Animal 24 }-Iours 72 Hours 24 Hours 72 Hours
Number Er, Ed, Er. Ed. Er. Ed. Er. Ed.
1 2 1 2 0,D 2 0 2 0,D
2 2 1 2 0,D 2 0 2 0,D
3 1 0 1 0 1 0 1 0
4 2 1 2 0,D 2 0 2 0,D
5 2 0 2 0 2 0 2 0
6 2 0 2 0 2 0 2 0
Mean 1,8 0.5 1.8 0.0 1.8 0.0 1.8 0.0
Subtotal 4,1 3.6
Primary Irritation Score = 1.9
l‘:.
Key: :
Er. = Erythema
Ed, = Edema
D = Desquamation
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T ROSNER-HIXSON LABORATORIES

Telephone R I X

7737 Soufh Chseago Avome/Chicago, Ilnors 60619/Area Code 312 REgent 4-0142

CLIENT:

SAMPLE:

OBJECT:

R E P 0 R T Laboratory Na, PT68-7
Chog <dSO /S 2222

-
-~

-~

Northern Petrochemical Company of Janesville, Wisconsin.
’
Softener 1210 (18% Dispersion of V,222)

To determine the LD., with special reference to the requirements
of the Federal nazaggons Substances Labeling Act.

EXPERIMENTAL AND RESULTS:

Single Oral Doses

The product was diluted l+1 with 1,2 propanediol employing gentle
warming. Ten ml per kg of diluted sample was administered to
eight Sprague~Bawley rats previously fasted overnight, and weighe
ing 320 to 395 gm. The oral administration was made by using a
syringe with a modified 17 gauge hypodermic agrdle.

The animals were closely observed following dosing and over a
subsequent 14 day observation period, at the conclusion of
which they were weighed, sacrificed and subject to a gross
sutopsy. -

All animals survived the 14 day period. On autopsy livers and
kidney cortices were darker than usual. )

Table 1 gives the initial and final weights of the amimals employed

CONCLUSION: The LD.., of Northern Petrochemical Company's Softner 1210 was
found Eg be greater than 5 ml/kg. On this basis the test sample
meets the requirements of the Fedemal Hazardous Substances
Labeling Act.

September 9, 1968 ROSNER-HIXSON LABORATORIES

Phillip S. Duke, Ph.D.
Assistant Technical Director




TABLE 1

ACUTE RAT ORAL TOXICITY

SAMPLE: SOFTENER 1210

SAMPLE ADMINISTERED DILUTED

1 + 1 WITH 1,2 PROPANEDIOL

Animal Body Weight After Dose of Dosage of Days to
Number Weight 14 Days Diluted Sample Undiluted Sample Death
grams grams 1 i}, n17kg

9 330 363 3.3 5 Survived
10 320 369 3.2 5 Survived
11 320 364 3.2 5 Survived
12 337 378 3.4 5 Survived
13 331 375 3.3 5 Survived
14 395 458 4.0 5 Survived
15 340 392 3.4 5 Survived
16 325 384 3.2 5 Survived

The acute rat oral LD, of sample was found to be greater than 5 ml/kg

-

. s
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I WARF INSTITUTE, INC.

MADIS

Reports are submitted to clients on a confidential basis.
of advertising, news release or other public announce

Analysis for

Description of Sample Varisedt 222 -~

Date Received 11=-16=~77

Submitted by Richard M. Rgan
Ashlamd Chemicsl Co.
Dublimn, OH

Claimed Content

Resuits

Method

ON, WISCONSIN

No reference to the work, the results or to the
ment may be made without written authorizatio

REPORT

institute in any
n from the Inst

Primary Eye Irritatiom

Reference Number 644750

Plesse see the attached pretocol.

Remarks

ek

A

ARF INSTITUTE, INC.

by and for the
ate December 21, 1977
WAREF Institute No. 7117554

FORM 24




W WARF INSTITUTE, INC.

MADISON, WISCONSIN
KIE IRRITATION Clisat Ashland Chemical Co.

WARY Instituts ¥Mo. 7117554 Sample Varisoft 222 - 902 644750
Test Amimal: Youmg adult rabbits (appreximately 14 weeks of

age) oftbl.:“-uucmthSe-S.ShmM
mwwynmummnmmm.

Results:
Rabbit Cornsa Confwnetivas
Bember Opacity Ares Iris 1Redness Chemssis Discharge

133 1 3 0 2 3 2
134 0 0 0 2 2 2
24 135 0 0 0 2 1 2
Howur 136 0 0 0 2 2 ) §
137 0 0 0 2 1l 2
138 0 0 0 2 z 2

Eye Irritatiom Seore: 14.7 AR
133 0 0 0 2 2 2
134 0 0 0 2 1 b
48 135 0 0 0 2 0 0
Hour 136 0 0 0 2 2 1l
137 0 0 0 2 0 b §
138_ 0 0 0 2 2 1

Eye Irritatiom Scsze: 8.3 '
133 0 0 0 2 1 1
134 0 0 0 2 0 0
72 135 0 0 0 1 0 0
Rour 136 0 0 o 2 1 0
137 0 0 0 b § 0 0
138 0 1] o 1 1 V]

Eye

|
|




W WARF INSTITUTE. INC.

MADISON, WISCONSIN

Clieat Ashlssd Chemical Co.

KYE IERITATION (CONTINGED)

Sample Varisoft 222 - 902 644750

7117554

WARF Instituts No.
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—10000

J (oo

g 1eee-
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Eye Irritatism Sesvre: 1.0
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Eyes Irritaties Scere: O
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related.

*The animals that died oa test did met
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"R EHIX30N LABORATORIES

’ [ . Telephone
Chicago Aveme/Chicago, Ilinoss 60619/Area Code 312 REgent 4-0142

R E P O R T Laboratory No.  PETL=11¢

/S0 222

CLIENT: Northern Petrochemical Company of Das Plaines, Illinois.
SAMPLK : Varisoft 222, Aqueous Dispersion at 15% Solids Level.

ORJECT: To determins eye irritation potential in accordance vith Fedsral
Hasardoub Substances Labeling Act Regulations.

EXPERIMENTAL & RESULTS:
The eye irritation properties of sample were tested by instilling

0.1 milliliter into the right eye of each of nine rabbits, the
left eys remaining untreated to serve as control.

Rabbits 1-6: ayes unwashed.

Rabbits 7-9: 30 seeonds after treatment
eyes washed with 20 milliliters
of water.

Observations of osular lesions were made on the rabbits' eyes

after 24, 48, 72, 96 and 168 hours. At these intervals the

extent and degree of irritation wers scored. The general technie

of evaluation and scoring followed the recoumendations of J.H. Draize,
G. Woodard and H. O. Calvery, Journal of Pharmscology and Lxperimental
Therapeutics, vol. 82, pg. 377 (1944) and Sec. 191.12 of Federal
Hasardous Substances Labeling Act Regulations Guide for Grading

Eye Irritation. Fluorssecein sodium and ultraviolet light illuminaticn
ware used to determine emtent and degree of irritation. The scores
obtained are shown in Table 1. ,

In rabbits with umwashed eyss, one rabbit showed & grada 1 conjunctivel
erytheme which was normal at 48 hours aftsr treatment. Rabbits with
washed eyes showed no eye irritation rsaction.

SIBOMARY & COMCLUSION:

Varisoft 222, Aqueous Dispersion at 15% Solids Level, was tested
for eye irritation in aceordance with Federal Hagardous Substances
Labeling Act Regulations.

Instillation of sample in eyes of rabbits did pot produce a positive
eye irritation reaction according to Tederal Hasardous Substances
Labeling Act Regulations. '

On this basis, the sample is not an eye irritant and does not require

@l!' Q;:
M

Technical Director

May 18, 1971
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Rabbit Number

2 48 132 3% 16

2 48 12 96 168 24 48 12 26 1688

Hours After Treatment

Cornea

Iris

0
0

Erythema
Chemosis

Conjunctivae:

Rabbit Number
Hours After Treatment

Cornea
Iris

0

Conjunctivast EKxythema

Rabbit Number
Hours After Irsatment
Cornes

Iris

Exrythema 0

Conjunctivaae:

Chemosis
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Varney Chemical Company of Jamvilh, Wtsc:;min.

guo containers labeled Arquad 2HT (4% Dispersion) and Varisoft
22 (4% Dispersion) were received in our laboratory on May 235,
1964 .

To determine the skin irritation potential of the subject
materials by repested application to the skin of rabbits.

A modificacion of the techniqus described by Draize, et &(1)

was used to study the effects of repeated applications to

the products. The bair was clipped from the abdomen of six

male albino rabbits, and four areas on the abdomen, approximately
ten cantimeters apart wera designated for application of the
products. Two areas on each side of the ventral mid-lins werze
abzaded by making four epidermal incisions (two perpendicular

to two others fn the area of the site) with the point of a

21 gauge needle. The sites were randomized for application

of ths products to both the intact and abraded sites.

Appl of Seumpl

One-half milliliter of the respective sampled was placed om
a small square of cotton gauze and maintained in contact with
the skin under a largsr square of polyethyleme £ilm and anchored
to ‘the skin with strips of‘ adhesive taps. A squars of flaumsl
cloth was then taped around the trunk of the animal :o further
protect the patches from being dislodged. . .
After 246 hours the vest and patches were removed and the
skin examined for signs of irritation (erythema and/or edema).
Examination was made again after 72 hours. The application
of the sample was renewed at 72 hours and each aubsequent
working day for a total of eight applications. Sincs the
patches wers not removed on weskends this resulted in a total -
of twalve days of contact of the products with the skia.

« Continued =



irney Chemical Co. Pugs . June 10, 1964

gt 1Y
T W A

RESULTIS: The initial 24 hour, 72 hour, and 2 week irritation scores
are presented in Tables 1 and 2. The primary irritation
index for Arquad 2HY, 4% Dispersion, was calculated to be
1.39 and for Varisoft 222, 4% Dispersion, 1.47. Examination
of the skia two weeke after the initial application indicated
that no significant frritation was present in the case of
Arquad 2HI, whereas in the case of Varisoft 222 a ainimal
degres of erythema and edema was present.

]
CONCLUSION:  +
' Arquad 2HT and Varisoft 222 when applied as 4% Dispersions

repeatedly over a two week period to rabbit skin were found
to produce only a minimal degree of skin irritation.

June 10, 1964 ROSMER - HIXSON ummxzs

Bob West, Ph.D.
Asaistant Director
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SKIN_IRRITATION SCORES
4% DIS
- UNABRADED SIIES
. Rabbit —2h Houxs 723 touxs Two Weeks
Numbey Erythema Edems  EryChema Edems  Epythema Edens
H1410 2 1 0 0 0 0
Hl4ll 1 1 o 0 0 1]
1412 1 1 | 1 0 1]
H1A13 e 2 1 0 0 0 (1]
. H1414 2 ) § 0 0 0 ]
H16413 | 0. 0 0 0 0 0
Average: 2.17 Avezage: 0.3 sverage: O
ARBADER SITES '
H1410 2 1 0 0 o o
H1411 1 1 0 0 o 0
H1412 O 1 1 1 0 0
H1413 2 2 0 0 0 0
Hl4lh 2 1 0 0 0 0
H1415 1 1 0 0 0 0
Average: 2.67. Averages: 0.3 Average: O
TANE 2
SKIN_IRRITATION SCORES
Rabbit 2% Hours _I2 Jieuss Two Weeks . - =
Bumberx Exvchems Rdems  Exvtheme 5dess Exythems Edema
- H1610 | 1 o 0 1 1
H1411 1 1 0 0 2 1
" HIAL2 1 0 0 0 2 1
H1413 2 ) § 0 0 0 1]
H1G61A — - 1 1 1 ) § 0 0
H1413 2 1. o 0 2 1
Averages 3.1 Average: 0.34 Average: 1.17
ABRRADED SITES
H1610 2 1 1 0 1 1
H1411 1 1 0 0 1 1
H1412 1 1 0 0 1 1
H1413 2 2 0 0 0 0
Hi414 1 1 2 | § 1 1
H1413 2 1 0 0 2 1

Average: 2.67 Averags: 0.67 Averags: 1.8
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REPORT TO
NORTHERN PETROCHEMICA L COMPANY
PRIMARY SKIN IRRITATION TESTS WITH
EIGHT SAMPLES OF SHAMPOO
IN ALBINO RABBITS
P, O. NO. 54941

MARCH 13, 1972

IBT NO. A1249

I. Introduction

At the request of Northern Petrochemical Company, a primary
skin irritation test was conducted with each of eight samples of

shampoo. The samples Were identified as:

—
/t‘(l — . Varisoft 222
' 5 2. 5 ersion of Valiw.fIMr

Varisoft 475 ‘ : .

8% Dispersion of Varisoft 475 in water N
Varisoft 100

8% Dispersion of Varisoft 100 in water

10% Active Varion CADG in water

10% Active Tegobetainec in water

00 ~J O~ b W N
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II. Summary

The results of the rabbit Primary skin irritation tests with eight

samples of shampoo are summarized in Table I.

Report preparedsby:

Report approved by:

bb

Respectfully submitted )

INDUSTRIAL BIO-TEST LABORATORIES, INC.

% s A
Kenneth Ebbens, B, s,

Assistant Toxicologist
Acute Toxicity

Carmen Mastri, B, S.
Senior Group Leader
Acute Toxicity

F g,

M. L. Keplingér,
Manager, Toxxcology
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TABLE I

Summary of Results

Mean Primary

Test Material Irritation Score Results
Varisoft 222 8.0/8.0 Extremely Irritating*
8% Dispersion of 6.0/8.0 Severely Irritating*
Varisoft 222 in
water ’
Varisoft 475 8.0/8.0 Extremely Irritating*
8% Dispersion of 5.1/8.0 Severely Irritating*
Varisoft 475 in
water
Varisoft 100 5.6/8.0 Severely Irritating
8% Dispersion of 2.8/8.0 Mildly Irritating
Varisoft 100 in
water
10% Active Varion . 3.3/8.0 Moderately Irritating

CADG in water

10% Active Tegobetainec 3.4/8.0 Moderately Irritating
in water

2

* The chemical burns were superficial and considered not to result in
fibrotic tissue replacement.
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III. Investigational Procedure

Twelve young albino rabbits of the New Zealand strain were used
in the evaluation of the primary skin irritating properties of the test
material.

Prior to the application of the test material, the hair was clipped
from the back an;:l flanks of each rabbit. Four intact test sites located
lateral to the midline of the back approximately ten centimeters apart
were selected on each rabbit.

Exactly 0.5 ml of Varisoft 222, 8% Dispersion of Varisoft 222 in
water, Varisoft 475 or 8% Dispersion of Varisoft 475 in water was applied
to one of the four test sites on six of the rabbits. Varisoft 100, 8%
Dispersion of Varisoft 100 in water, 10% Active Varion CADG in water
and 10% Active Tegobetainec in water were applied in the same manner
to the six remaining rabbits. The test materials were allowed to contact
the skin for 24 hours. The sites remained unoccluded during the entire
24-hour contact period.

At the end of the 24-hour contact period the test sites were V'e;{a;ni‘ned

and scored separately for erythema and edema on a graded scale of 0 to

4, After 72 hours, the sites were reexamined and rescored.

In evaluating the average irritation present for each test material the
mean scores for erythema and edema of the intact test sites after 24 and
72 hours were added. This score was divided by two to obtain the mean
primary irritation score. The scoring criteria for erythema and edema

are . hown in Table II.
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The following grading System was used to arrive at a descriptive
primary skin irritation rating:

Mean Primary Irritation Score

(Range of Values) Descriptive Rating
0 Non-Irritating

0.1 -0.5 Minimally Irritating
0.6 - 1.5 Slightly Irritating
1.6 - 3.0 Mildly Irritating
¥1-5.0 Moderately Irritating
5.1 -6.5 Severely Irritating
6.6 - 8.0 Extremely Irritating
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6
) TABLE II
Primary Skin Irritation Test - Albino Rabbits
Scoring Criteria for Skin Reactions
Reaction Description Score
Erythema Barely perceptible 1
¥ (Edges of area not defined)
Pale red in color and area definable 2
Definite red in color and area well 3
defined
Beet or crimson red in coior 4
Edema . Barely perceptible 1
(Edges of area not defined)
Area definable but not raised more 2
than I mm
Area well defined and raised 3 .
approximately 1 mm
Area raised more than 1 mm 4
Injury in Depth Escharosis, Necrosis 8
Maximum Primary Irritation Score = 8
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IV, Results

The results of the primary skin irritation tests are presented in

Tables III through X.
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8
. TABLE III
TEST MATERIAL: Varisoft 222
Primary Skin Irritation Test - Albino Rabbits
Results - Unoccluded Test Sites
Irritation Scores for Intact
Skin Sites at:
Animal 24 Hours 72 Hours
Number ‘ Er. Ed. Er. Ed.
1 4 4% 4 4x*
2 4 4% 4 4%%
3 4 4% 4 4%%
4 4 4% 4 4 %%
5 4 4% 4 4%*
6 4 4% 4 4 %%
Mean 4.0 4.0 4.0 4.0
Subtotal ' 16.0

Primary Irritation Score = 8,0

Key:
Er.
Ed.

Erythema
Edema

* Superficial chemical burns over entire site
*% Escharosis
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- TABLE 1V
TEST MATERIAL: 8% Dispersion of Varisoft 222 in water
Primary Skin Irritation Test - Albino Rabbits
Results - Unoccluded Test Sites
Irritation Scores for Intact
Skin Sites at:
Animal 24 Hours 72 Hours
Number M Er. Ed. Er. Ed.
1 2 1 2 0
2 4 4% 4 4%
3 4 4% 4 4%
4 2 2 2 2
5 3 2 3 2
6 4 4% 4 4 *
Mean 3.2 2.8 3. 2.7
Subtotal 11.9

Primary Irritation Score = 6.0

Key:
Er,
Ed.

Erythema
Edema

H

* Superficial chemical burns
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Ethoxylated and Imidazolium Quaternary Ammonium Compounds;

Additional Information and Responses to letter dated
February 22, 1993 from Dr. John D. Walker,
Executive Director, TSCA Interagency Testing Committee,
to Dr. Jim T. Hill, Director PIR Program - CSMA in regard to
Data Submissions from QUATS Steering Committee Members
Filed in Response to the 22nd Reéport of the
TSCA Interagency Testing Committee

Attachment 17:

Bio-Toxicology Laboratories Report -
DOT and FSHA Skin Irritation
[PEQ 68410-69-5]
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Twin Oak Farm Division
Creek&Cox Roads, P. O. Box 267. Moorestown. N. J. 08057
Phone: (609) 665-1776 — 235-2908

Dr. N.S. Salomons M W

Ashland Chemical Company bof
P.O. Box 2219
Columbus, Ohio 48216 ~SHA

Dear Dr. Salomons:

Following are the results of the experimental procedures conducted
for Ashland Chemical Company.

MATERIAL: (Varisoft 222 - 90%)
Varisoft 110
Varanol SLES-60%
Varanol SLES-30%
Varanol SLS
Varion 1017

RECEIVED: : January 17, 1974
EXPERIMENTAL PERIOD: January 18 - Fanuary 21, 1974 )

EXPERIMENTAL PROCEDURES: Primary Irritation Study

The conclusions in this study are based upon the results of the study
completed January 21, 1974,

This report is submitted for the exciusive use of Ashland Chemlcal
Company. \

- Very trujy Youns. /! N

JDP/1sd John Davis Paul
President

FDA Registration No. 24-20621
Toxicity and Applied Research Studies - Animal and H uman




PRIMARY IRRITATION STUDY

Department of Transportation Act

Varisoft 222-90%
Varisoft 110
Varonol SLES-60%
Varonol SLES-30%
- Varonol SLS
Varion 1017

Bio-Toxicology Laboratories, Inc. @ Toxicity and Applied Research Studies - Animal and Human




- METHOD FOR PRIMARY IRRITATION

DEPARTMENT OF TRANSPORTATION ACT

The intact and abraded skin of 36 albino rabbits was employed for
this study. A series of 6 rabbits was used for testing each substance.
The hair was clipped from the backs with the aid of angora clippers. Four
areas of the back, placed approximately ten centimeters apart, were des-
ignated for thg positions of the patches. Areas 2 and 3 were abraded by
making four epidermal incisions (two perpendicular to two others in the
area of the patch). The patches consisted of 1.5 inch x 1.5 inch 12 ply
gauze squares. The patches were secured to the area by thin bands of
adhesive tape. The material to be tested (0.5 ml. for liquids and 0.5 gm.
for solids) was introduced beneath the patch. The entire trunks of the
animals were then wrapped in clear plastic trunk bands. The trunk bands
help to ‘\old the patches in position and retard evaporation of volatile
substances during the four hour exposure period. Upon removal of the
patches the resulting reactions were evaluated on the basis of weighted
scores,

Following this initial reading, all test sites were washed with ap-
propriate solvent to prevent further exposure. Readings were again made
at 24 and 48 hours after the initial application. Each test substance is
evaluated on a total of site (6 abraded and 6 intact).

The primary irritation index is calculated by adding the values for

erythema or eschar formation, and edema at 4, 24 and 48 hours on intact

and abraded skin (12 values) and dividing by six to obtain an individual
score on each rabbit,

.
1 2 2 and 3 = abraded
; = intact
1 and 2 = control (if employed)
N3 4) 3 and 4 = test material
. e

Bio-Toxicology Laboratorics « Toxicity and Applied Research Studies - Armimal and Human

—
V]
s
Q.
>
|




METHOD OF PQOINT SCORING

FOR

— EVAIUATION OF SKIN REACTIONS
== alg i s oRlIN REACTIONS

A. Erythema and Eschar Formation
Very slight erythema (barely perceptible)......... ceeterecsaens 1

welldefinede;ythemal-...'..l...'Cl'.l'..l........!..l.'.. 2

Moderate to severe erythema................................ 3

Severe erythema (beet redness) to slight eschar formation
(1njuries1ndeptmoooccouoonoonoo-oocoooo-o-.--nc-c-o 4
Dtal possible erythema SCOMB.ccecocscenccsconccnsensss 4

B. Edema Formation ‘
Very slight edema (barely perceptible)........................ 1
Slight edema (edges of area well defined by definite raising)..... 2

Moderate edema (area raised approximately 1 mMe)eeeeeeoseoses. 3
Severe edema (raised more than 1 mm. and extending beyond
areaOfexposure)QO..l..........'.....O...l..l' 4

Total possible edema SCOIBecenneovsonsonssosnanncnsess 4

Total possible score for primary irritation... seseccssssses B
OF SensitizatioNeeeseesecsesceees 8

Prim ita Index Segsig‘zgggg_

2orless.,......mild irritant 2 or less..........mild sensitizer

2 - 5..00v04...moderate irritant 2 = Siiieevenseas .moderate sensitizer
6 or above......severe irritant 6 or above..........gevere sensitizer

Bio-Toxicology Laboratories ¢ Toxicity and Applied Research Studies - Animal and Human




SCORE SHEETS

Varisoft 222-90%
Varisoft 110
Varonol SLES-60%
Varonol SLES-30%
Varonol SLS
Varion 1017

Bio-Toxicology Laboratories, Inc. @ Toxicity and A pplied Research Studies - Animal and Human




PRIMARY IRRITATION STUDY
Product Tested: Varisoft 222-90%

Erythema-eschar

observation Edema observation
RABBIT # SKIN 4 hr, 24 hr, 48 hr. 4 hr. 24 hr. 48 hr. AVERAGE

1 Intact 2 2 2 0 0 0 2.33
Abraded 2 2 2 0 1 1

2 Intact 2 2 2 0 0 0 2.00
Abraded 2 2 2 0 0 0

3 Intact 2 2 2 0 0 0 2.50
Abraded 2 2 2 1 1 1

4 Intact 2 2 2 0 0 0 2.17
Abraded 2 2 2 0 0 1

5 Intact 2 2 2 0 0 0 2.00
Abraded 2 2 2 0 0 0 -

6 Intact 2 2 2 0 0 0 2.00
Abraded 2 2 2 0 0 0 s

PRIMARY IRRITATION INDEX OF COMPOUND 2.2

RATIO OF TISSUE DESTRUCTION:

Ratio regarding six rabbits
Evaluation of Observation time
Test Site Skin Reaction 4 hrs, 24 hrs. 48 hrs.
Intact Non-Corrosive 6:6 6:6 6:6
Abraded Non~-Corrosive 6:6 6:6 6:6

Bio-Toxicology Laboratories, Inc. e Toxicity and Applied Research Studies - Animal and Human




PRIMARY IRRITATION STUDY
Product Tested: Varisoft 110

Erythema-eschar

observation Edema observation
RABBIT # SKIN 4 hr. 24hr.  48hr. 4 nhr. 24 hr.  48hr. AVERAGE
1 Intact 2 2 2 0 0 0 2.00
Abraded ¢ 2 2 2 0 0 0
2 Intact 2 2 1 0 0 0 1.83
Abraded 2 2 2 0 0 0
3 Intact 2 2 2 0 0 0 2.00
Abraded 2 2 2 0 0 0
4 Intact 2 2 2 0 0 0 2.00
Abraded 2 2 2 0 0 0
5 Intact 2 o2 1 0 0 0 1.83
Abraded 2 2 2 0 0 0
6 intact 2 2 1 0 0 0 1.83
Abraded 2 2 2 0 0 07

PRIMARY IRRITATION INDEX OF COMPOUND 1.9

RATIO OF TISSUE DESTRUCTION:

Ratio regarding six rabbits
Evaluation of Observation time
Test Site Skin Reaction 4 hrs. 24 hrs. 48 hrs.
Intact Non-Corrosive 6:6 6:6 6:6
Abraded Non-Corrosive 6:6 6:6 6:6

Bio-Toxicology Laboratories, inc. e Toxicity and Applied Research Studies - Animal and Human
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PRIMARY IRRITATION STUDY

Federal Hazardous Substances Labeling Act

Varisoft 222-90%
Varisoft 110
Varonol SLES-60%
Varonol SLES-30%
Varonol SLS
Varion 1017

Bio-Toxicology Laboratories, Inc. @ Toxicity and Applied Research Studies - Animal and Human
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METHOD FOR PRIMARY IRRITATION-RABBIT SKIN

FEDERAL HAZARDOUS SUBSTANCES LABELING ACT

The intact and abraded skin of 36 albino rabbits was used for
this study. A sgries of 6 rabbits was used for testing each substance.
The hair was clipped from the backs with the aid of angora clippers. Two
areas of the back, placed approximately ten centimeters apart, were
designated for the positions of the patches. One area was abraded by
making four epidermal incisions (two perpendicular to two others in the
area of the patch.) The patches consisted of two layers of light gauze
cut in squares (2.5 cm. on the side). The patches were secured to the
area by thin bands of adhesive tape. The material to be tested (0.5ml.)
was introduced beneath the patch. The entire trunks of the animals were
then wrapped in clear plastic trunk bands. The trunk bands help to hold
the patches in position and retards evaporation of volatile substances
during the twenty-four hour exposure. The compound under test was
applied so that there were two applications (one intact and one abraded)
to each of six animals. The animals were immobilized in a special
holder during the twenty-four exposure period. Upon removal of the
patches the resulting reactions were evaluated on the basis weighted
scores. Evaluations were again made after seventy-two hours. The final
score represents an average of the twenty-four and seventy-two hour
readings.

Bio-Toxicology Laboratories, Inc. e Toxicity and Applied Research Studies - Animal and Human




-14-

METHOD OF POINT SCORING

FOR

EVALUATION OF SKIN REACTIONS

A. Erythema and Eschar Formation ;
Very slight erythema (barely perceptible) .......... e e es i es e

1
WelldefinedEIythema .l....0.......“...'....‘......“-l‘ - 2
ModErate to 5évere erythema‘...ll'.IlI...l.!".....l..l-'.'l 3
Severe erythema (beet redness) to slight eschar formation
(injuriesindepth). ....... & 5 6 0 0 0% 00 O P 8 2B S I P O e e e 0o 4
Total possible erythema SCOre .....ccovevveveeeonnceson. 4
B. Edema Formation
Very slight edema (barely perceptible) . ..v.e.veeceeooscesnnneas 1
Slight edema (edges of area well defined by definite raising)..... 2
Moderate edema (area raised approximately I mm.)....c00v...... 3
Severe edema (raised more than 1 mm. and extending beyond
area of eXpPOSUre ). . viereeeeennencnens crercecae 4
Total possible edema SCOre . ..vceeeeeesenveconeses ceeaee 4
Total possible score for primary irritation.....cceeeeeee. 8
or sensitization ,....c.00000.. 8
Primary Irritation Index Sensitization
2orless........mild irritant 2orless...........mild sensitizer
2-5..... . «n.. dnoderate irritant 2 -5...00000000....moderate sensitizer
6 or above ......severe irritant 6 or above .........severe sensitizer

Bio-Toxicology Laboratories, Inc. o Toxicity and Applied Research Studies - Animal and Human
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SCORE SHEETS

Varisoft 222-90%
Varisoft 110
Varonol SLES-60%
Varonol SLES-30%
Varonol SLS
Varion 1017

Bio-Toxicology Laboratories, Inc. e Toxicity and Applied Research Studies - Animal and Human
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PRIMARY IRRITATION STUDY

-16-

Product Tested Varisoft 222-90%
Test Method Draize Woodard and Calvery
RABBIT SKIN
ANIMAL NTACT ABRADED iom
NO. SEX 24 HRS. 72 HRS. 24 HRS. 72 HRS.
1 M 2/0 1/0 2/1 2/0
2 F 2/0 2/0 2/0 2/0
3 F 2/0 2/0 2/1 2/1 2.08
4 M 2/0 2/0 2/0 2/1
5 M 2/0 1/0 2/0 2/0
6 F 2/0 2/0 2/0 2/0 .
AVERAGE 1.83 2.33
Primary Irritation Index of Compound 2.08

Erythema/Edema




PRIMARY [RRITATION STUDY

4

-17-

Product Tested Varisoft 110
Test Method Draize Woodard and Calvery
RABBIT SKIN -
ANIMAL COMBINED
INTACT ABRADED AVERAGE
NO. SEX 24 HRS. 72 HRS. 24 HRS. 72 HRS.
1 M 2/0 2/0 2/0 2/0
2 F 2/0 1/0 2/0 2/0
3 F 2/0 2/0 2/0 2/0 1.83
4 M 2/0 1/0 2/0 2/0
5 M 2/0 1/0 2/0 2/0
6 F 2/0 1/0 2/0 2/0
AVERAGE 1.67 2.00

Primary Irritation Index of Compound

Erythema/Edema
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Ethoxylated and Imidazolium Quaternary Ammonium Compounds:

Additional Information and Responses to letter dated
February 22, 1993 from Dr. John D. Walker,
Executive Director, TSCA Interagency Testing Committee,
to Dr. Jim T. Hill, Director PIR Program - CSMA in regard to
Data Submissions from QUATS Steering Committee Members
Filed in Response to the 22nd Report of the
TSCA Interagency Testing Committee

Attachment 18:

Report to Ashland Chemical Company - Skin
Sensitization Test with Varisoft 222 in Albino Guinea Pigs
(PEQ 68410-69-5]
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1810 FRONTAGE ROAD
NORTHBROOK, ILLINOIS 60062

‘ REPORT TO
ASHLAND CHEMICAL COMPANY
SKIN SENSITIZATION TEST WITH
VARISOFT 222
IN ALBINO GUINEA PIGS
APRIL 10, 1973

IBT NO. 601-02910

AT #g
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1810 FRONTAGE ROAD
NORTHBROOK, ILLINOIS 60062

April 10, 1973

‘
Mr. Robert B. McConnell
Ashland Chemical Company
Division of Ashland Oil, Inc.
Chemical Products Division
2001 Afton Road
Janesville, Wisconsin 53545

Dear Mr. McConnell:

Re: IBT No. 601-02910 - Skin Sensitization Test with
VARISOFT 222 in Albino Guinea Pigs

We are submitting herewith our laboratory report dated
April 10, 1973, prepared in connection with the above study. '
Very truly yours,

J. C. Calandra . . .
President

JCC: sjn




Industrial BLO -TEST Laboralories, Inc.

REPORT TO
ASHLAND CHEMICAL COMPANY
.SKIN SENSITIZATION TEST WITH

’ VARISOFT 222
IN ALBINO GUINEA PIGS

APRIL 10, 1973

IBT NO. 601-02910

1. Introduction

At the request of Ashland Chemical Company, a skin sensitization
test was conducted with a sample identified as VARISOFT 222 (4%

Solids Dispersion), Lot No. 152-12,




Industicl BLOQ -TEST Labosalories, Inc.

1I. Summary

The results of the skin sensitization test in albino guinea pigs

indicate that VARISOFT 222, Lot No. 152-12, is not a sensitizer.

L

Report prepared by:

Report approved by:

chm

Respectfully submitted,

INDUSTRIAL BIO-TEST LABORATORIES, INC.

Beoecle breditin s/

Beverley Kretchmar
Technician
Acute Toxicity

QM’\M v

Carmen Mastri, B.S.
Senior Group Leader
Acute Toxicity

// P %7/5———-/,4_4__/
M. L. Keplinger, Ph.D. /
Manager, Toxicology
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III. Investigational Procedure

Ten albino guinea pigs were used to evaluate the skin sensitizing
properties of the test material, The test procedure employed was
modeled after that of E. V. Buehler¥,

Prior to the test, the irritation threshold of the test ‘material
in the appropriate vehicle was established. The hair was then clipped
from the backs and flanks of the test animals, and each guinea pig
was insulted every other day with a single closed patch containing a non-
irritating concentration of the test material for a total of nine insults.
Closed patches were applied to the guinea pigs in the following manner:
A Webril pad containing 0.5 ml of a 1. 0% (w/v) aqueous solution of the
test material was applied near the midline of the shaved back of each
animal. The Webril pad was occluded with a standard size Elastoplast
coveriet (1-1/2 inch x Z‘ inches) and each animal was placed in a guinea
pig restrainer for a six-hour exposure period. The application sites ‘
were scored for irritation 24 and 48 hours after the initial inlult”and 24
hours after each of the remaining eight insults.

Two weeks after the last insult, all test animals and four control
animals £rom_tﬁe same population were challenged with duplicate patches.
The application sites on each animal were scored for irritation 24 and 48
hours after challenge. Any reaction noted among the test animals at
challenge that was greater than that noted among the control animals was
considered evidence of sensitization.

The scoring criteria for erythema and edema are presented in Table 1.

% Puchler, E.V., "Delayed Contact Hype rsensitivity in the Guinea Pig, "
Arch. Dermat. 91, February 1965.
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- TABLE I
Skin Sensitization Test - Albino Guinea Pigs
Scoring Criteria for Skin Reactions
Reaction Description Score
Erythema Barely perceptible 1
(Edges of area not defined)
v
Pale red in color and area definable 2
Definite red in color and area well 3
defined
Beet or crimson red’in color 4
Edema Barely perceptible 1
(Edges of area not defined)
Area definable but not raised more 2
than 1 mm
Area well defined and raised 3
approximately 1 mm
Area raised more than 1 mm 4
Injury in Depth Escharosis, Necrosis 8.
Maximum Primary Skin Irritation Score = ) 8 -
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IV. Results
The results of the skin sensitization test are presented in Tables

I - IV,




SRUIULe D) = ) LI Lusorddducs, /Hc, . o
K/
TABLE IV

TEST MATERIAL: 1.0% (w/v) Aqueous Solution of
VARISOFT 222

Skin Sensitization Test - Albino Guinea Pigs

Results - Control Group

Scores Following Challenge Applications

Site 1 Site 2
Animal 24 Hours 48 Hours 24 Hours 48 Hours
Number Er! Ed. Er. Ed. Er. Ed. Er. Ed.
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 ) 0 0 0 0 0 0 0
4 0 0 0 (] 0 o 0 o
Key
Er. = Erythema

Ed. = Edema







Ethoxylated and Imidazolium Quaternary Ammonium Compounds:

Additional Information and Responses to letter dated
February 22, 1993 from Dr. John D. Walker,
Executive Director, TSCA Interagency Testing Committee,
to Dr. Jim T. Hill, Director PIR Program - CSMA in regard to
Data Submissions from QUATS Steering Committee Members
Filed in Response to the 22nd Report of the
TSCA Interagency Testing Committee

‘
Attachment 19:

Delayed Contact Hypersensitivity Study in Guinea Pigs
[PEQ 68410-69-5]




SPRINGBORN INSTITUTE FOR BIORESEARCH. INC.

SPENCERVILLE, OHIO 45887
PHONE 410 847419068

DELAYED CONTACT HYPERSENSITIVITY
STUDY IN GUINEA PIGS

Varisoft 222-90
Sample: Lot v2010225

Lab Study No.: 3063.12
Report Date: 1/18/82
¢
Protocol: Delayed Contact Hypersensitivity
Sponsor: Sherex Company

5200 Blazer Parkway
Dublin, OH 43017

Enclosed: Page
SUMMAZY « ¢ =« o o o o o « o o o o o o o o o 2
GLP Requirements . . . . ¢ & ¢ 4 ¢ o o o o « . 3
Quality Assurance Statements . . . . . . . . . 4
Raw Data AppendixX . . . ¢ v v v 4 4 4 4 o . 5-10
ProtoCol v ¢ v v v ¢ v 4 4 e 4 e e e e e e 11-18
Pertinent Communications . . . . « & « « . . . 19-23
Protocol Amendment . . . . & 4 o ¢ o o o o o . None

Signed: /;Zﬁb'ﬂgvr/)

Laboratory Technician

Ve cjaéu

Richard A. Hiles, Ph.D. sz/t. Fulfs, Ph.Daé
Vice President and Pregident and Diredtor of
Director of Acute and Toxicology

Subchronic Toxicology

(Study Director)

Date ¢0€/5$"

@ " SPRINGBORN GROUP

LETTERS & AEPORTS: Springborn Insutute tor Bioresearch. tnc and Soringborn Group.irc letters and reports are issued 10r the exclusive use
Of the clients 10 whom they sre sddressed NO quotations from reports or use of the Springborn Insutute for Bioresesrch. inc ana Springborn
Group. Inc. narmae 18 perm:tted AxCept 85 expressiy authorized n writing. Letters and reports apply only 10 the spec:fic materials. products or
pProcesses 18318d. examined Or Surveyed and are not neccssarily indicative of the qQuaiities of apparently \dentical or simiiar materials. products
or processes The habiity of Springborn Insttute for Bioresearcn. Inc and Springborn Group. Inc wsith respect 1o services rendered shall be
imited 1O the amount of consideration pad 'or such services and not include any consequential damages



(2)
Addendum to Final Report .

DELAYED CONTACT HYPERSENSITIVITY--SUMMARY

Report of a biological test performed at:

Springborn Institute for Bioresearch, Inc.
553 North Broadway
Spencerville, Ohio 45887

puring the period: 11/2/81 to 1/18/82
According to the attached protocol and addenda (if any).
Deviations from Protocol: None

kwan
Lab Study No.: 3063.12
Sponsor's Refer@nce: Letter of October 26, 1981
Test Substance (TSIN): Varisoft 222-90 Lot V2010225
Description: Pinkish dull paste
Storage Conditions: Ambient

Sponsor's Divisional Toxicologist: Robert L. Harrison
. Hartley Albino Guinea Pigs

Strain and Source of Animals: Isaacs Lab Stock

] Induction: 25% Varisoft 222-90 in 808 Ethano
Concentration and Amount of Challenge: 2.5% Varisoft w/v in Acetone
Test Substance Dosed: Rechallenge: 2.58 Varisoft w/v in distilled H2

5.0% Quat A w/v in 95 ETon!
0.5% 1208-0S w/v in 958 ETOH2

RESULTS
| _Severity Max. Score
Treatment Level Incidence|24 hr|[48 hr| 24 hr|48 hr

Primary Challenge: Test 2.5% 18/19 1.1 0.7 2 1

| (Varisoft) = __ Control| ~_ 2.5v___ | o/10 __}__ 0.0_] 0.1 1 __ o_1._ x
Rechallenge: Test 2.5% o/19 0.1 | 0.1 |7 %, x

(Varisoft) __Control 2.5, o/ ___|_ 0.0 ] 0.0 | _ o 1 o ____
Test | T A R 15719 1.0 | 0.6 2 1

(Quat &) _centrol| _sv | - /6 .| 0.5 o3 | 1 |1 |
Test 0.5¢ | ~"13/19 0.9 | 0.6 2 1

-0S

(1208-05) Control 0.5% 0/6 0.1 0.1 k4 b

Conclusions: See page 2(a).

lFrom study 3063.11.

2Prom studies 3063.8, 3063.9, 3063.10.




Study No. 3063.12 (2a)

- CONCLUSIONS

Eighteen of nineteen guinea Pigs challenged with 2.5% vVarisoft 222-90
in acetone exhibited positive (> 1 score) responses following three
induction exposures with a 25% preparation of Varisoft in ethanol.
(The induction exposures caused moderate irritation.) All test
animals were rechallenged with 2.5% Varisoft in water and no (0 of
19) animals exhibited positive responses. Thus, the acetone enhances
the response to Varisoft probably by changing the absorption of the
test article. The test animals were also exposed to 5% Quat A in
ethanol and 0.5% 1208-0S in ethanol at the rechallenge with 15 of

19 and 13 of 19 pésitive responders, respectively. Thus, under
certain defined conditions, Varisoft can elicit a sensitization
response with cross reactivity to Quat A and 1208-0S. There are
conditions under which Varisoft does not elicit a sensitization
response.
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GLP REPORT REQUIREMENTS

GLP Requirement

Name and Address of Test Facility . . . . . . . . ..
Date Study Initiated . . . . . . . T
Date Study Completed . . . . . T T T S
Objective and Procedures . . . T

Statistical Methéds Used . . . . . . © s e e e e e e
Test and Control Article Identification . . ., . . . .
Stability of Test and Control Articles . . . . . . . .
Description of Methods . . . . . T

Description of Test System . . . . . . . . c « o s o 4

Species, Strain, Substrain, Source of Supply, Age, Sex,

Body Weight Range, Number of Animals Used, and
Procedure Used for Identification

Dosage Information . . . . . . * e e e e e s e e e e .

Description of Circumstances Which May Have Affected
the Data . . . - . . . ‘e . . . . . . . . . . - . . . .

Name of the Study Director . . . . © e e e o o 4 e o

Names of Other Scientists, Professional, and Personnel
Involved in this Stuwdy . . ... ... ... L. o .

Description of Operations Performed on the Data . . .
A Summary and Analysis of the Data . . . . . . . . ..
A Statement of Conclusions Drawn from the Analysis . .

Signed and Dated Reports of Individual Scientists or
Other Professionals Involved in the Study . . . . . .

Locations Where All Specimens, Raw Data, and Final Report

are to be Stored . . . . . . S s e e e e e e e e e e

Quality Assurance Statement (signed) . . . . . . . . .

NA = Not Applicable

11
NA
12
NA
12
12

13

NA
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QUALITY ASSURANCE STATEMENT

Varisoft 222-90

Study No. 3063.12 Test Substance Lot V2010225
Type of Study Delayed Contact Hypersensitivity

Listed below are dates that this study was inspected by the Quality
Assurance Unit and the dates findings were reported to the Study
Director and to Management. .

Dates ¢« Dates Findings Reported Dates Findings Reported
of Inspection to Study Director to Management
1-12-82 1-18-82 1-18-82
1-15-82 1-18-82 1-18-82

Location of Raw Data Storage Statement

The original copy of the final report and all raw data will be on
file at the testing facility.

Q :\&§ . S Date \= \B - >

Carol S. Davig
Director
Quality Assurance Unit




(5)

PRIMARY IRRITATION OBSERVATIONS--SCREEN

Study No. 3063.12

Test Article

Varisoft 222-90

Exposure Exposure Exposure Exposure
Level Level Level Level

Animal No. 25% 15% 10% 5%

G- -8l Sex)24 hr|48 hr | 24 hr|48 hr | 24 hr)d48 bt 24 hr {48 hr
1|"- 998 - F 2 1 1 * 1l 1 1 *
2|"- 999 - ¥ 2 1 1 + 1 £ + 0
3|"~- 1000-" F 2 2 1 1 1 1 + *
4|"_ 1001-" Fi{ > 1 2 + 2 1 + +
5|"- - — _

6 " _ - _ ‘F\'\M
Test Article Level: 25% 15% 10% 5%
Incidence: i/4 4/4 4/4 1/4
Severity:

Sum (24 hr/48 hr) 8.0 /5.0 5.0/ 2.5 5.0/ 3.5 2.5 /1.5

Avg (24 hr/48 hr) 2.0 /1.3 1.3/ 0.6 1.3/ 0.9 0.6 /0.4
Exposure Exposure Exposure Expasure
Level Level Level Level

Animal No. 2.5% 0.25

G- -8] |Sex|24 hr[48 hr [ 24 gr 45 hr | 24 hr|48 nhr | 24 hr iﬁ hr
1/"-1032-" | M| = s 0 0 0 o _1-0 | o
2|"-1033-" M + + 0 0 0 0 Q Q
3|"- 1034-" F 0 0 0 0 0 0 0 Q
4/"- 1035-" F * 0 0 0 0 0 0 0
5~;:—-“‘:*—~———~______

"_ - - \\\J_

Test Article Level: 2.5% 1.0% 0.5% 0.25%
Incidence: 0/4 0/4 0/4 0/4
Severity:

Sum (24 hr/48 hr) 1.5/1.0 0.0/0.0 0.0/ 0.0 0.0/ 0.0
Avg (24 hr/48 hr) ~ 0.4/ 0.3 0.0/0.0 0.0/ 0.0 0.0/ 0.0
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PRIMARY IRRITATION OBSERVATIONS--SCREEN

Study No. 3063.12 Test Article Varisoft 222-90
Exposure Exposure Exposure Exposure
Level Level evel Level
Animal No. 2.5% 1.0%
G- -8l/sSex)24 hr|48 hr 24 hr[48 hr | 24 hr¥48 ko 24 hr |48 hr
1l"- 1054 =" M | Founfi Dead \
2|"- 1055 =" Ml o 0 0 \\
31"~ 1056 =" F1 o 0 0 \
4] "- 1057 =" Fl o 0 0
——
SN
6] "~ =" e \
Test Article Level: 2.5% 1.0%
Incidence: 0/3 0/3
Severity:
Sum (24 hr/48 hr) 0.0/ 0.0 0.0 /0.0 / /
Avg (24 hr/48 hr) 0.0/ 0.0 0.0 /0.0 / /
Exposure Exposure Exposure Exposure
Level Level Level Level
Animal .
G- -8171Sex)24 hr[48 hr | 24 hr 148 hr | 24 hr|48 hr | 24 hr 148 hr
1"~ -_n \\ - .
2| n_ o \\
3| -_n \\
4 " __ -t \
5"~ ] \
6l "= - - \\
Test Article Level:
Inc;dence: ~
Severity: \\\\\7
Sum (24 hr/48 hr) / / / ~.
Avg (24 hr/48 hr) / / / /




ADDENDUM TO FINAL REPORT

Study No. 3063.12

(7)

OBSERVATIONS--TEST

Varisoft
Test Article 222-90

Phase Challenge

Last induction 12/3/81, Challenge 12/16/81

Exposure Exposure EXxposure Exposure
P Level Level Level Level
Animal No. 2.5% _
G- -81l]Sex|24 hr[48 hr | 24 [r [48 hr } 24 hr 48 hr 24 hr(48 hr
1|~ 974 = M 1 t ]
2[{"- 975 _= M 1 * A\
3f- 976 -=» | M| 1 t# \
4|~ 977 -» | M| 1 1 \ )
5|/=_ 978 _» M| 1 1
6"~ 979 _= Ml 1 z+ |
7("- 980 _« | M| 1 s | \ ~
g|"- 981 _« Ml 1 1% \
9|*- 982 _« | M| Dekd \ -
10"~ 983 _= M| 1 1* \
11("- 984 _» F 2 1* \\ . o
12|=- 985 _a« F| 1 t* | \
13[ "~ 986 _a Pl 2 1%
14]"- 987 _ | F| o o+ | I\ B
15| - 988 _a F| 1 x| \
16|~ 989 _a F| 1 + | \
17|"- 990 _« | F| 1 1| N\
18/~ 991 _» F 1l t ' \\
19|n- 992 _. F[ 1 t* ] \
20|v- 993 _. F| 1 1] A\
Test Article Level: 2.5%
Incidence: 18/19
Severity:
Sum (24 hr/48 hr) 20.0/12.5 / / /[
Avg (24 hr/48 hr) ~ 1.1/ 0.7 / / /[

*See page (7A).




Study No. 3063.12 (7R)

During the grading at 24 hours, I noticed that around the test
site there seemed to be an interaction between the tape of the
patch and the skin. This was in some control and some test
animals. This skin was a little redder than the patch area
particularly in the controls. The technician noted that the
tape had stuck rather firmly to some animals. We did not
systematically record this observation at the 24 hour reading.

At the 48 hour reading, we noted the involved animals with an
asterick. In the test animals the tape area was often redder than
the test site by one grade. However, in the control and in the
test animals more often than not the hair had not grown back in
the involved tape area. There was no sign of irritation in the
tape area of the involved control animal but rather no hair
growth.




ADDENDUM TO FINAL REPORT

Study No.

Challenge 12/16/81

3063.12

(8)

OBSERVATIONS -~CONTROL

Varisoft.

Test Article 222-90

Phase Challenge

Y Exposure Exposure Exposure Exposure
Level Level Level Level
Animal No.
G- -81l}Sex}24 hr |48 hr | 73 hr N8 hr | 24 hr{48 hr | 24 hr |48 hr

1j*- 1079-"» M 0 0

2{*- 1080-" M 0 + \k

3|~ 1082-" | M| o 0* N\

4/"- 1082-" | M| o 0* N

5|"- 1083 | w| o 0* N\

6] "~ 1084-~ F 0 0

7/"- 1085-» F| o 0* N\

8("- 1086-» | F| o 0* N\

N

9[- 1087~ | F| o 0* N
10/ "~ 1088« F| o o* N\
Test Article Level: 2.5%
Incidence: 0/10
Severity:
Sum (24 hr/48 hr) 4 6/ g4 5 / / /
Avg (24 hr/48 hr) 0.0/ 0.1 / / /

*See page (7A).
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OBSERVATIONS-~TEST

Varisoft,
StUdy No. 3063.12 Test Article Quat A Phase ReChallenge
I208=08—
Exposure Exposure Exposure EXposure
P Level Level Level Level
Animal No. 2.5% va = 5% Quat A 0.5% 1208-05
G- ~81/Sex|24 hr[48 hr | 24 hr [48 hr |24 hr 148 ke a4 hr[48 hr
1lv. 974 _a M o 0 1 + + A
olw_ 975 _n Mﬂ 0 0 + + 1 + \
v 976 _w M o 0 1 Ut 1 * \
4lmn~ 977 _n» Dq + 0 1 bt 1 t* \
5{n. 978 _u M 0 0 2 1 2 1 \
6lv_ 979 _u Mﬂ 0 0 1 + + + \
7{n~ 980 _w M" * 0 + t b + \
g|n. 981 _u M 0 0 1 1 1 *
glv_ 982 n MH Dead \
10|"- 983 _. M 0 o] 1 1 1 1 \
11|»- 984 _. F| o 0 1 + 1 + \
12| "= 985 _« F 0 0 ” 1 t 1 + \
13| n_ 986 _u Fl o o] 1 * 1 * \
14| "= 987 _. E“ 0 * " 1 * 1 ¥ . \
15|{v. 988 _. F o 0 1 1 1 1 \
16|m- 989 _. H o 0 1 E * | \
17 "- 990_" F 0 0 t i : t V
18|n- 991 _. Ff 0 0 2 1 2 1 \
19"~ 992_n_, - H 0 0 i 1 + + * Y
20f"- 993 _. 0 0 n 0 0 1 1
Test Article Level: 2.5% Vari= 5% Quat A 0.5% 1208-0s
Incidence: 0/19 15/19 13/19
Severity:
Sum (24 hr/48 hr) 1.0/ 0.5 18.5/11.5 18.0/12.0 /
Avg (24 hr/48 hr) 0.1/ 0.1 1.0/ 0.6 0.9/ 0.6 /
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OBSERVATIONS--CONTROL

Varisoft
: Quat A
Study No. 3063.12 Test Article 1208-0S Phase Rechallenge
v Exposure Exposure Exposure Exposure
Level Level Level Level
Animal No. 2.5% Varj= 5% Quat A 0.5% 1208-0
G- -81} Sex}24 nhr 4§ ﬁr 24 hr(48 hr | 24 hr 48 hr 24 hrj48 hi
1=~ 1109-= | u| o 0 * 0 0 0 \
2j*-1110-" | M| o 0 + + 0 0 \
3|"- 1011« | M| o 0 + 0 0 0 \
af*- 112-= [ F | o 0 s + 0 0 A
s|*- 1113-» | F | o 0 1 1 + + \
6/"- 11140 | F | o 0 0 0 0 0 \
2 " . \
8 " __ - \J\ — X
9ln_ " ’ T ——]
\L‘ —]
10 "~ - e —
2.5% Vari-
Test Article Level: soft 5% Quat A 0.5% 1208-0S
Incidence: 0/6 1/6 0/ 6 L
Severity:
Sum (24 hr/48 hr) 0.0 / 0.0 3.0 / 2.0 0.5 / 0.5 /
Avg (24 hr/48 hr) 0.0 / 0.0 0.5/ 0.3 0.1 /0.1 /
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DELAYED CONPACT HYPERSENSITIVITY

——— e

(Buehler Méthod - Modified) 3063.

Study No. 3063.12 (11)

PURPOSE

To determine 1ir a test article elicits a delayed
contact hypersensitivity response in guinea pigs
So that it may be compared with more familiapr
substances.

TEST ARTICLE

All test articles are furnished by the sponsor. They
are identified as follows:

Varisoft 222.90 Lot V2010225 S21. A9 30065

The sponsor assumes responsibility for any necessary
evaluations for purity, strength, stabllity, etec.

Storage Conditions: Ambient

Known Hazards: Eye irritant, mildly irritating to the skin

SPONSOR

Sherex Company _

5200 Blazer Pkwy .
Dublin, Onhio 43017

TESTING FACILITY

Springborn Institute fopr Bioresearch, Inec. ,
Spencerville, Ohio 45887 ) T
(419) 647-4196 '

PROPOSED STARTING DATE

/2] v/ (completed by SIB)
K / ——

PROPOSED COMPLETION DATE

11195 > (completed by SIB)
/ /
(12 weeks from receipt of test article)

LYY RE A e PORTYS Springhorn INStvte 100 By oy eh Ine anet Sivasyborn Growup, tnc letiers endg FEDOIIN 0000 18R 00 T 10 Co et rsrmes use
I T 1ONIS 10 wivom 1hery wret adiennnd Noy QUOTHIBOINS Troam sespiaria e whne of the Spungbnrn InStute for Buy PROWrCN NG wra Spongborn
Heep. e Aume 'S penmutied gacent e EANCeAMly VI I e o wWriting | oners and fepOrts appty onty 10 18 « PSS rrateriate, N toets Or
(TRLNEL tevied, CRANVHION OF SUl vy AN 1 AN g CuacHy il cuive Of Thwe Quiaknes of AONITeAtly 1AeN 1A r vy, .

Frwesses Tne o, Yty of Sprevitiorn NS rgre e $4., nesteeen Ine o ar.e Speinghacn Group, Inc wan TN Y e | e,
T e v AMOLIAT CONLIBCIA N Do tive soeh o CIvCUS 2 ey 10 any COV L Quuentieg Mgy

Muasterate npirotoacts
(XIS TELTEN BN WY T IV}
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Study No. 3063.12 (12) s sorrin 300/ G e

TEST SYSTEM JUSTIFICATION

The guinea pig is the classical animal for determining
delayed contact hypersensitization.

ANIMALS

Albino Guinea Pigs, Isaacs Lab Stock. Equal numbers of
males and females is desirable,

20 animals - test animals

10 animals - negative control

Y animals - primary irritation evaluation,
¢ 1f required ’

Acclimated Z 4 days and treat for 4 days during this
perlod for internal parasites. Animals are of a size to rit
the restrainers.

ANIMAL IDENTIFICATION

For scientific reasons, individual animals are not
ldentified by ear tag, toe clip, ete. Each cage

and restrainer is marked with the animal number.
Careful attention is given to see that the proper
animal goes into the proper restrainer during treatment
and is returned to the proper cage.

HOUSING AND ANIMAL CARE

AOne/cage during testing in elevated wire mesh cages.
12/12 hour light/dark cycle. Other items according
to AAALAC standards.

FOOD AND WATER

Commercial laboratory feed and water freely available
at all times. . v

ADMINISTRATION OF TEST ARTICLE

Irritation Screen:

Exposure of the guinea pigs can be divided into three phases:
Irritation, Induction and Challenge.

The Irritation pPhase has the burpose of determining the proper
level of test article to use in the Challenge phase. This proper
level should be the highest level which will not cause

which will be used in the Challenge phase. If the test article
is known not to be an irritant, the irritation evaluation need
not be run. If the irritation potentials are unknown, four
levels of test article are normally evaluated using the same

owed 1 the eaClutive yse
o creh ine ana Sponaboen
T ITVALIC b DIIERIRGIS OF

LETTERS & REPORTS Springborn institute 10r B«rescarch. inec ona Springborn Group, Inc letters and RPONS Are
of ther C1@Nnts 16 whom they o
Group. Inc name 13 permitied €aCeEpt 4% Capress’y AUThOr il ed o wriling L Clivrs ang reports apply only 1o 1w .'.-Dm !
. . N RSO RT)
pracesses 1wsied. crarmined Of Surveyed and Bre ol fecessarnily uncic alive of 1he Gua'l.es Oof spparcntly (Ienntca’ or 1T
Ur pricesses Tre wataity of S Or A InStitule 1or B crecearch Ine onc Sonrgborn Group. tne wah LX SN ST = IS Ko BN OPPY

s, proaacts
o0 SPL a
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solvent which will be used in the "Challenge Phase". 1If ail
tested levels cause irritation, additional levels may need to

be run. Appendix B is a format for exposure; the position

of the different concentrations should be varied to adjust _
for possible site-to-site variations. The irritation evaluation
can be done before or during the induction phase.

Do not run an irritation evaluation.

Run an irritation evaluation at the
following concentration or amounts

using fechre as a solvent:
e
1. 25 Y wiv To be established by
2. /5 n Elvin Newmann (Procter & Gamble)
3: ;? ‘: wWanm Tt rees

Remove the hair from the back using a small animal clipper.
Do this the day before applying the test article. Apply
closed patches to the animals in the following manner (one
patch for each level of test article): Apply 0.4 ml of the
freshl prepared test article on a 20 X 20 mm Webril pad on a
37 X U0 mm Parke-Davis Readi-Bandage®. Put the animal in

the restrainer and apply the patch(es) to the clipped surface
as quickly as possible after the substance has been applied
to the patch. Occlude the patch with a rubber dental dam pulled

€xposure. Six (6) hours later (5 1/2-6 1/2 nr), remove the
dental dam and patch(es), take the animal from the restrainen
and place it in its cage.

Approximately 24 hours after initiating the irritation exposure,

depilate all animals as described in the "Challenge Phase" and

grade the test sites. Au"i ,L“D&"‘,uv/‘
AL

3‘."""_ e ~ al!
Induction Phase:- usR® o k%t UﬁyQL'
M‘ ﬂ"n L“ /,’
501,0 af'

The purpose of this phase is to dermally expose the animals
to test article over a long enough period of time such that
if the material is a sensitizer, the animal can develop an
1mmunological response. The level of test article use may be
irritation, though it is not necessary, but cannot be so

high as to cause €xcesslve systemic toxicity (1.e., death).

A level several times greater than the anticipated human
€xposure should be used if possible. 1If a solvent other

than water is used, it should be different than the solvent
which will be used in the "challenge phase."

To be established by Elvin Newman n,Procter & Gamble.
oncentration or level forp induction 25D o

Solvent ﬁ?&o €Zlmrf/hgo - uhim fFi&gjb{

search inc and Spainguorn Group. inc letiors ana FUPOrTS Wi e 1IN 1O the Caciutive use
reparts or use of the SpriNgbarn Institute 1or Birescarch. ine and Sprimatorn
N wering L etiers 800 ruports apply Only 10 1.6 S e Mmaterals, prodacys or

hities of apParentiy s0CA1 Caltir & Tilar M Ateriois, products
Ve et 1ttt el o

LA Meir o g PG WConr g seungit ute tor Buire
O Yhe cawnrs 10 wnoum they are addressed No QuOtlalons from
G'nup INC Nneme 1s permitied uRcept AsS vapressly authaorized
e eses 1AvIed eanminied Or SUfveyed AnO are NOt fiecesSanly il CAlive O The Ou
Pt csses The tabiny af Soemano: A InLtinule love Buureoseagren e CAand Seonauarn Grou ARG ve i reea semt 1w o
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clip the left shoulder of each animal with a small clipper

the day before exposure. Apply closed patches to the animals

in the test group(s) in the following manner: Apply 0.4 ml

of the freshly prepared test substance or solution or a

welghed amount of powder on a 20 X 20 mm Webril pad on a _

37 X 40 mm Parke-Davis Readl-Bandage® (Parke-Davis and Company,
Greenwood, South Carolina). Put the animal in the restrainer

and apply the patch to the clipped surface as quickly as possible .7
after the substance has been applied to the patch. Occlude ge¢ /ﬂ/p
the patch with a rubber dental dam pulled taut and fastened to 8 (¢!
the bottom of the restrainer with binder clips. Adjust the
restrainer to minimize movement of the animal during the exposure
period. Six (6) hours later, remove the dental dam and patch,

take the animal from the restrainer, and place it 1n its cage.
Remove extremely viscous substances by a gentle rinse with

warm water before returning the animals to their cages. Repeat

the procedure at the same site once a week for the next two (2)
weeks for a total of three 6-hour exposures (the interval between
induction exposures may vary from 5 to-9 days). After the last
induction exposure, leave the animals untreated for approximately
two (2) weeks (12-16 days) before primary challenge.

Challenge Phase:

The test animals which have had three previous exposures to
the test material are again exposed in the challenge phase.
In addition, ten animals which have never been exposed to

the test article are treated. The level of test article used
1s the one requested by the sponsor or the one determined in
the irritation screen and should be a non-irritating dose.
Some organic solvents can elicit a sensitivity response.

If a solvent other than water has been used in the induction
phase, a different solvent should be used in the challenge
phase.

To be established by Elvin Newmann- Procter & Gamble[ﬁ""“l on ‘74”"4‘ 74"']
Test article concentration or level - ’

hY

Solvent axL¢4nL

Challenge the animals -previously exposed during the induction
period as well as the previously untreated control animals
approximately two (2) weeks after the last induction exposure

(the time between the last induction exposure and the challenge
may vary from 12 to 16 days). Use the same patching procedure

as for the "Induction Phase", but apply the patches to a skin site
that has not been exposed previously (Appendix A). The site

for challenge may be varied if necessary to achieve the

Objectives of the experiments (e.g., using multiple samples

at challenge will require using several sites).

Tusive u
LETYTERS A REPORTS Springborn Institute for Buwesesrch. inc and Springborn Group, Inc lotiars and re:,onas.:'r:’-:::.:: Q‘ivcn;::-scp\::‘;;o::
Of tre chanis 10 wham they are addressed NO Qu 11a10n3 oM renarts or use of the Springborn "‘“'“':" °'h. sreciic Materiols, products or
Group. Inc 1 ame 13 permitied escLPt 8% Capressty . UINONZEd 1 writ.ng Letlers and reports sply only 10t 1’  arrlar Mmrerials, DFOALCLE
Bricesses 1esled canmined Or SW/vEyed end are O NECEssariy 1N ative Of The Quatites O appurently wlennical or 3. rcndl.re‘d shal! pe
Tt retirpasec The b ahuiity At Sarnabicrn Inctauie t nd Sprinnbnen Group. InC with respec! 10 services
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Approximately twenty-foup (24) hours after initiating the.

primary challenge, depilate all animals with Neet Cream or

Lotion Hair Remover (Whitehall Laboratories, Inc., New York).

Thoroughly wash off the depllatory with a stream of warm,
running water, dry the animals with a towel, and return them
to their cages.

A minimum of two (2) hour after depilation, grade the test
sites on a scale of 0 to 3 (0 - no reaction, + = slightly
patchy erythema, 1 = slight, but confluent or moderate,
patchy erythema, 2 = moderate erythema, 3 = severe erythema
with or without ‘edema). Repeat the grading 24 hours later
( 48 nour grades).

provided grades of less than 1 are seen on control animals.

If grades of 1 or greater are noted on control animals, then

the reactions of test animals that exceed the most severe control
reaction are presumed to be due to sensitization.

Rechallenge - The Sponsor will be notified of animals
that are considered Sensitized. Verbal instructions for
rechallenge will be given by the Sponsor, followed by
written confirmation, Animals considered sensitized

can be rechallenged 6-10 days after primary challenge,
but not before.

REPORT

responses.

(1) Incidence - The number of animals in each group
showing responses of 1l or greater at either 24 or
48 hours divided by the total number of animals
tested in that group (e.g., 10/20).

(2) Severity - The sum of the test grades divided by
the total number of animals tested 1in a given
group détermined for both 24 and 48 nours (e.g.,
0.8 - 0.7). Grades of + are equal to 0.5 for
calculation of severity indices. All average
grades are to be rounded off to the nearest tenth
of a unit,.

tEYTTLRS & REPORTS. Sprngbarn Insutute tor B.oresoarc h ine and Seringbnrn Group. Inc letiers ung FEHOrIS At @ is~ued 1O the :-.:lumn.- use
Nt e clrmis 10 whom they wre avdressed No guatsnune trom FEPOrs or use of the: Springborn Insthitne tur Busesr cch ine oo =Prnaborn

G'OUD. ne name 13 Pburmiticd eacupt as Crpressiy authorized 1n wrting Levters and TepOrts apply Oniy 10 the sPucde MYaterae :vrl\d\u;s or
it ses 1es1vd. esameied Or sur veyed and are not nece . sanly indu (tive of the Quehtes of apnarentiy «Ientical o S Mates s, n:«'» \;lvr';

. e . >
M DrOCenses Tre hatilety of Sprinabourn Insaiute to Bititrsearch, tnc 2nd Springtorn Group, INC wih 1 e- DeCt B sev s eSS femAcred Shoall b

THed 10 the 4 sunt of ¢ UL St aliin (o tor THUNCIYL 1St GO (e sy COMSEQUENTIe .M ame
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NOTICE -

This study 1s run according to the principles of GLP's.

i1f after a study 1s underway it becomes necessary to make

changes 1in the approved protocol, the revisions and reasons

for change are to be documented, reported to the Sponsor

and are to become part of the permanent file for that 3
study. Similarly, the Sponsor is to be notified as 4
soon as 1s practical whenever an event occurs that is

unexpected and may have an effect on the validity of

the study.

DATA RETENTION ’

The raw data and the original of the final report will

be on fille at the testing facility. The sponsor will be
notified before final disposition of these items. Unused
test articles will be destroyed unless requested otherwise.

REGULATORY AGENCY

This study will probably not be submitted X , will
probably be submitted to a regulatory agency
(agency : ).

s 4k S e

Rithard A. Hiles, Ph.D. n
(SIB) Study Director Sponsor (Sherex)

Date /;/ z/¢/ Date /Q/ Z&:/f /

LETIERS & ALPORTS Springborn instituic 1or Bioraseerch. inc and Springborn Group, INC. let1ors and reports are ».o.ued for n-o;-:h::::‘:'.:
Of the clients 10 whum 1hey 7@ «ddicssed NO Quutatons from reports of use of the Spongborn instituie for B rsu;uch. inc a‘v .'r:mm ;$ pis
Greavp. Inc name 13 perminied CeCelt 8s cxpruessly sulhorized 1n weiting Letiers and reports apply Only 10 the spueciic materis "f PP
PrOceses 10L1ed, CramMined OF SUrveyed and ¢re NOt NecL .sarnily indicative of The qualities of spparently weniical or similar maer u'l-::\h--‘"--w
Of praecses The natiny of Sorngt.orn irsiitute tor Biorewcarch, inc and Springborn Group. I:\::‘ :nl:’v::spccl 10 S¢rviCes Tender sh.
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000

ion Studies

2

W

¢
gccion 1: Induction
-ary Challenge 2: Primary Challenge
i 3: Rechallenge

luction 1: Induction
frimary Challenge 2,3: Primary Challenge
! i , 4: Rechallenge

1: Induction
2-4: Primary Challenge
S: Rechallenge

duction
rizary Challenge

3

1: Induction
2: Primary Challenge
3,4: Rechallenge

1l: Induction

1: Induction
2: Primary Challe
3-S: Rechallenge

o

1: Induction

2,3: Primary Chalienge,Z,B: Primary (

4,5: Rechallenge

1: Induction
2-4: Primary Challenge
5,6: Rechallenge

7 4-6: Rechaller

—
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Appendix B
Format for Primary Irritation St gy
. 20 )
'3 #2 #3 #4

i

One Test Site . Two Test Sites Three Test Sites Four Test Si
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'EREX CHEMICAL COMPANY, INC.

5777 FRANTZ ROAD e P.Q. BOX 646
OUBLIN. OHIQ 43017

SUBSIMARY OF SCHERING AG, WEST GERMANY TEL (614) 764-6500

3063./19
08 019 3063

October 26, 1981

Dr. Richard Hiles
Springborn Institute for Bioresearch
Spencerville, Ohio 45887

Dear Richard:

You will be receiving under separate cover from Procter &
Gamble a sample of Varisoft 222-90 Lot V2010225.

Please initiate a modified Buehler guinea pig sensitization
study on this sample according to the attached protocol.

As indicated on the protocol, Elvin Newmann of Procter &
Gamble will establish test concentrations, etc.

Very truly yours,

Robert L. Harrison

Manager of Regulatory
Affairs

RLH/dj

Enc.
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October 28, 1981

Dr. Richard Hiles

Springborn Institute for Bioresearch Inec.
553 N. Broadway

Spencerville, OH 45887

Dear Dr. Hiles:

Accompanying this note is a sample of Varisoft 222
lot V2-010225 which Sherex Chemical, Inc.

(R. L. Harrison) has requested that we send you.
Please handle it according to Mr. Harrison's
requests. If you have questions, please call

Mr. Harrison, Sherex Chemical Company, at
614-764-6559.

Sincerely,

E R A

D. J. Kitko



SPRINGBORN INSTITUTE FOR BIORESEARC
Study No. 3063.12 (21) SPENCERALLE O

PrONE 49 047 a0
2 December 1981

"(;-. ‘,:

* 00036

Dr. R. L. Harrison
Sherex Company
5200 Blazer Parkway

Dublin, OH 43017
Study: 3063.12 _
Test Article: Varisoft 222-90
‘ Lot v2010225

Confirmation of Telephoned Instructions

Additional Irritation Evaluation using four guinea pigs:
Levels: 2.5% w/v in Acetone
1.0% w/v in Acetone
0.5% w/v in Acetone
0.25% w/v in Acetone

Add $200.00
Please sign and return one copy.
Sincerely,
SPRINGBORN INSTITUTE FOR

BIORESEARCH, INC.
A Member of SPRINGBORN GROUP, INC.

Richard A. Hiles, Ph.D. e //;,;((flﬁljél&_;

Vice President and Director R. L. Harrison
Acute and Subchronic Toxicology // //
/27 s (
RAH:amb Date !
cc: E. A. Newmann (Procter & Gamble)
- PG
QA

/ . |, SPRINGBORN GR(
\J/

LETTERS & REPORTS. Springborn Institute 1o- Bio-esearch. Inc. and Springborn Group, Inc letlers and reporis areisved !'or o ..Sc'u‘:
of 1he clents 1 whom they are sddressec NO qus:iat'ons {rom reports or use of the Springborn Institute for Bioressarch, ne ana °:
Group. INC name is DErmitled e1CEDT 23 eaZ-233ly suinonzed in wriing Letiers and reports apply only 1o the srec.fic r-,.x.u-.a $. pro ’u
procetses 1ested, examined Or surveyed 8-2 are nS: recessarily indicative of the Qquahities of apperently «eNTICal Or s Mmilar mn.ov-ln.: t;
or processes The Lhabiily of Springborn irs: tLte tor B.o-essarch, inc and Springborn Grcupt Inc with respect 10 1erviCes rergered s
lirmited 10 1he amount of cons:deralon ps = - sLch serv.ces and Not inClude any consequentisl camages.
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L A NN R S T T RN

SANCLRVLLL (3 a0
PHONE 40 “4T7.4%0

4 December 1981

3063.12 (22) G

Dr. R. L. Harrison
Sherex Company

5200 Blazer Parkway
Dublin, OH 43017

Study: 3063.12
Test Article: Varisoft 222.90

Confirmation of Telephoned Instructions

Additional Irritation Evaluation using four guinea pigs:

Levels: 2.5% w/v in Acetone
1.0% w/v in Acetone

add $200.00
Please sign and return one copy of this letter.

Sincerely,

SPRINGBORN INSTITUTE FOR
BIORESEARCH, INC.
A Member of SPRINGBORN GROUP, INC.

e
s s

rd , -
-

S
TALEA b L T
Richard A. Hiles, Ph.D.

Vice President and Director R. L. Harrison
Acute and Subchronic Toxicology ’ Iy
RAH:amb Date
cc: QA

PG

E. A. Newmann, Procter & Gamble

\/ '”' " SPRINGBORN GR

LETTERS & REPORTS Spiingb. ro Institute tar Biaresaarch, Ina and Spnmaisoan n G 1 letter s andreportaiu nsaed for ths e e,

O1 1RC CheNts 10 Wihaim they are dhbrescmt NO QuOtatinns from repor s o wee of the S pomabarn Tnsditate feor Pl eh, ine
Group. INC NaM@ 13 POTONILEE eace Pl as s essly authorized i wiitnig Letters and seports apply analy G tw

NTETY AT RIRY
RN RIS WL RN TSIV Y

processes 105180, CxaMINGd Or Surveyisd Hnad arg A0 NACAASA Y INCHEITIVE OF T Qi O apPsIsetly wlontesl O Simdane m.. crate e
or processes The habdity of Springborn lnst tute Tor Duoresearch, e aeed Sersegbor ey Groagy, vz Wl fe s b 10 SO vaciy toeileree =
irted 10 the amount of CONSIdCration Paid tor SUCh 3ervices and RO INClude any Contegnmual dionaons

proc'.isou tesied, examined or surveyed snc a-e nOt necessarily indicative
or processes. The liability of Springborn inst:ute for Bioresesrch, inc. ar
limited 10 the amount of consideration pad for such services and not in«

- e . . e PP ———
‘ the qualities of apparently CentiCal 702 (.. o

‘ngborn Group. Inc. with respest 10 -2
'y consequential damages .
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Study No. 3063.12 SPRINGBORN INSTITUTE FOR BIORESEARCH. INC.
SPENCERVLLE. OO0 43887
PHONE 410 847-4108

4 January 82

Mr. Robert L. Harrison
Sherex Company

5200 Blazer Parkway
Dublin, OH 43017

RE: 3063.12

Dear Mr. Harr%son: '

As per our telephone conversation of January 4, 1982,
we will rechallenge the guinea pig induced with
Varisoft 222-90 Lot V2010225 as follows:

2.5% w/v Varisoft 222-90 in water.
5% w/v Quat A in 95% ethanol (from 3063.11)
0.5% w/v 1208-05 in 95% ethanol. (from 3063.8, .9, .1l0)

There will be an additional charge of $400.00. This charge
includes the extended holding time between the challenge
and the rechallenge.

Please sign and return one copy for our files.
Sincerely,

SPRINGBORN INSTITUTE FOR
BIORESEARCH, INC.
A Member of SPRINGBORN GROUP, INC.

Richard A. Hiles, Ph.D.
Vice President and Director
Acute and Subchronic Toxicology

/
Date / v/
RAH:j1 //
ce: Accounting
PG
QA-CSD

—
gly SPRINGBORN GROUP
~--

LETTERS & REPORTS: Springborn institute for Bioresearch. Inc. and Springborn Group. Inc. letters and reports are issued for the exclusive use

of the clients to whom they sre addressed NO quotations from reparts or use of the Springborn Instntute for Bioresearch, Inc. and Springborn

Group, Inc. nama is permitied except as expressly authorized in writing. Letters snd repors apply only to the specific materiais, products or

processes tested, examined or surveyed and are NOt necessanly indicative of the Qualities of apparently identical or similar materials. products

or processes The liability of Springborn institute for Bioresearch, Inc. and Springborn Grouc. Inc. with respect 10 services rendered shall be

- hmited to the amount of consideration paid for such services and not include any consequ™ v damages.






Ethoxylated and Imidazolium Quaternary Ammonium Compounds:

Additional Information and Responses to letter dated
February 22, 1993 from Dr. John D. Walker,
Fxecutive Director, TSCA Interagency Testing Committee,
to Dr. Jim T. Hill, Director PIR Program - CSMA in regard to
Data Submissions from QUATS Steering Committee Members
Filed in Response to the 22nd Report of the
TSCA Interagency Testing Committee

Attachment 20:
Raltech Reports Nos. 816078, 816079, 856938,

856939, 856940, 877521, & 877522 - Skin Sensitization
[PEQ 68410-69-5]




Bollech

P.O.Box 7345 « Madison Wisconsin 53707 « B08/241-4471
A Division of Ralston Purina Company

_ sEPORT

- -

“eLl. =ARRIZON

SHERZA CHEMICAL COMEANY, INC.
Tele 20K BUE

CUY2LIN, 24 43017

¢
VARISCFT 222-30%: LOT #V2010315

PURCHASEZ ORDER NUMBER 020-489%46 & 53

tn

ENCLCSED: GUINEP PIG SENSITIZATION

BAw DATA ATTACHED

SIGNED:

I e

A2Y We THOYMPSON,. ES

s A
ZzAD, ACUTE TCXICOLOGY

1t

QOther Raitecn Scientitic Sarvices Laboratortes:
St. Louis MO

Gray Summit MO Amr #2 -

RT LAB NO. 816078
ENTERED 11/13/80

REPORTEL 0u4/02/81

- METHOD, SUMMARY

BY AND FOR RALTECH SCIENTIFIC SERVICES, INC.




Other Raltech Scientitic Services Laboratories:
Raltech St. Louis MO
SCENTIRC S8vCES Gray Summit MO

P.O. Box 7S4S + Madison, Wisconsin S3707 *  808/241-4471

SKXIN

A Divigion of R Purina C Y
AR NTTMI2ER §16078 PAGE 2
STET I22-40%: LCT KV2C10315

SENTITIZATION

TEST ANIMAL: FOURTEZEN MALE ALBINO GUINEA FIGS OF THKE HARTLEY STRAIN,

VEIGHING BETWEEN 4606 AND 514 GRXAMS, WERE USED FOR THIS STUDY. THE ANIMAL
A=RE ZXDIVIDUALLY EOQOUSED IN SCREEN BOTTOM CAGES IN A TEMPERATURE AND
nUMIDITY CONTROLLED RCOM, PROVIDED CONTINUOUS ACCESS TO COMMEBCIAL LAB-
ORATORY FzED AND WATER AND HELD FOR AN ACCLIMATION PERIOD OF AT LEAST SEY
OAYS. EACH ANINMAL #AS IDENTIFIED BY AN ANIMAL NUMBER AND CORKESPONDING
LAF TAG. THE ACCLIMATED ANIMALS WERE DIVIDED INTO TWC GROUPS CONSISTING
OF A NATVEZ, UNTREATED CONTROL GROUP OF FOUR GUINEA PIGS AND A TREATED GRO
CF TEN GUINEA PIGS. '

PREPARATION CF TEST MATERIAL: TO PREPARE A 1% WEIGHT TO VOLUME. XIXTURE,

1.00 G OF THE TEST MATERIAL WAS WEIGHED INTO AN EBLENNEYER FLASK. STERIL
0.9% SALINE WAS ADDED TO MAKE A TOTAL VOLUME OF 100 MIL. ' ’

THE DOSAGE LEVEL WAS SELECTED BASED UPON RESULTS OBTAINED FROM A RANGE
SINDING STUDY UTILIZING CONCENTRATIONS OF 1.0%, 10%, 25%, 50%, 75% AND
100% 4/V MIXTURES CF TEST MATERIAL IN STERILE 0.9% SALINE.

TRF¥ATMENT: PRIOR TO EACH APPLICATION THE HAIR WAS REMOVED FROM THE BACK OF

ZACH ANIXAL WITH ELECTRIC CLIPPERS. THE TEST MATERIAL WAS APPLIED TO OME
AREA ON EACH ANIMAL BY PLACING 0.5 ML OF THE 1% W/V¥ MIXTURE OF_TEST>
MATERIAL ON A WEBRIL FAD (7/8 INCH X 1 INCH) AND PLACING THE PAD OM THE
TCST SITZ ALONG THE MIDLINE OF THE BACK. THE PATCH WAS COVERED WITH
RUS3ER DAM AND SECURED WITH AN OVERWRAP OF ELASTOPLAST TAPE. THE DRESSIN
REMAINED IN TLACE FCF A PERICD OF SIX HOURS AT WHICH TIME IT wWAS REMOVED.

THE TEST GROUP ANIMALS RECEIVED THREE APPLICATIONS PER WEEK FOR- TRREE WEE!
FOR A TOTAL OF NINF APPLICATIONS. o

TWO WEEKS FOLLOWING TYE ADMINISTRATION OF THE NINTH SENSITIZING DOSE, A
CHALLENGE DOSE OF 0.5 ML OF A 1% WEIGHT TO VOLUME MIXTURE OF THE TEST
MATEEIAL IN STERILE 0.9% SALINE WAS ADMINISTERED TO TRE TEST GROUP IN THE
SAME MANNER RS DURING THE SENSITIZING PHASE OF THE STUDY. AT THIS TIME,
A GRIUP Or FOUR NAIVE (FPREVIOUSLY UNTREATED) CONTROL ANIMALS WAS ALSO
TREATED «ITH THIS CHEPLLENGE DCSE.




Other Raitech Scientific Services LaDoratorieg-
R(jbd | St. Louis MO
u"'cs'm.. Gray Summit MO

PO.Box 7543+  Magison. Wisconsin 53707 + B80B/241-4471
A Division of Raiston Pyrina Company

T LAE YUVYBER 816078 PAGE 3

VARISOFT 222-30%: LCT #V2010315

SKINV TENSITIIATION  (CONTINUED)

CESERVATIONS: THE APFLICATION SITES WERE READ AND SCORED FOR ERYTHEMA AND
£DEMA AT 24 AND 48 HOURS FOLLCWING EACH APPLICATION ACCORDING TO THE DRA
TzCHNI%UE.* REACTIONS TO THE CHALLENGE DOSE WERE READ AND SCCRED AT 24
45 43UiS AS WAS DONE FOLLOWING THE SENSITIZING APPLICATICNS. THE ANIMAL
AZRE O5SERVED FOR GENERAL BEHAVIOR AND APPEARANCE ONCE DAILY DURING THE
SNTISZ STUDY PERLOD. BODY WEIGHTS WERE TAKEN AT STUDY INITIATION AND AT
“TEXLY INTERVALS DURING THE STUDY.

FATROLIGY: AT STUDY TESRMINATION ALL ANIMALS WERE EUTHANATIZED AND DISCARD

SENSITIZATION RATINGS

SENSITIZATION RATE - " CLASSIFICATION _
10 - 30% WEARK SKIN SENSITIZER
40 - 70% MODERATE SKIN SENSITIZER
860 - 1C0% STRONG SKIN SENSITIZER ’

*Dx2IcZ, J.H., 1965, APPRAISAL OF THE SAFETY OF CHEMICALS IN FCODS, DRUGS
AND CTGMETICS -~ DERMAL TOXICITY. ASSCCIATION OF FOOD AND DRUG OFFICIALS
°F TZEL U.S., TOPEKA, KANSAS, PP. 49-51.



m Other Raitech Scientific Services Laboratories:
St. Louis MO
scamcsm:g Gray Summit MO

P.O. Box 7545 * Madison. Wisconsin 83707 ¢ 808/241-4471
A Division of R Purina Company

T LAZ NnvETD 24078 DAGE 4

VARISTIT 222-¢07: LOT 2VZ310215

SKIN SENTITIZATION (CONTINUED)
TEST ANIEAL: GUINEA FIGS
SCUECE: DEAA4 DAUL, LUYEXRURG, I
DATZ AFIMALZ 2FECEIVED: 1/16/81 .
OATE TZST STARTED: 1/26/81 DATE TEST COMPLETED: 3/1/81

SUMMARY JF SKIN REACTICNS**
TEST GROUF: VARISOFT 222-90% LCT NO. V2010315, 1% W/v

SENSITIZING PHASE CHALLENGE PHASE
NINE APPLICATIONS SINGLE APPLICATION
(0.5 ML) (0.5 ML)
ANI¥AL ERYTHENMA EDEMA ERYTHEMKA EDEMA
NUMBER AVE. (HIGH) AVE. (HIGH) AVE. (HIGH) AVE. (HIGH
64100001 0.4 (2) 0.3 (2) 0.0 (0) 0.0 (0)
64100002 0.9 (2) 0.6 (2) 0.0 (0) 0.0 (0)
64150003 1.1 (3) 0.7 (2) 0.0 (0) 0.0 0)
64100004 0.6 (2) 0.1 (1) 0.0 (0) 0.0 (0)
64100005 0.1 (1) 0.0 (0) 0.0 (0) 0.0 (0)
641006003 0.0 (0) 0.0 (0) 0.0 (0) 0.0 €0)
54100067 C.3 (1) 0.3 (1) 0.0 (0) 0.0 (0)
64100008 0.5 (1) 0.2 (1) 0.0 (0) 0.0 (o)
64100009 0.3 (1) 0.1 (1) 0.0 (0) 0.0 0)
646100010 0.2 (1) 0.1 (1) 0.0 (0) 0.0 (0)
NAIVIZ (UNTREATED) CONTROL: (CHALLENGE DOSE - VARISOFT 222-90%
LGT NO. V2010315, 1% W/V)

64100011 - - - - 0.0 (0) 0.0 (0)
64100012 - - - - 0.0 (0) 0.0 (0)
64100013 - - - - 0.0 (0) 0.0 (0)
64100014 - - - - 0.0 (0) . 0.0 (0)

b

**THE AVERAGE ZRYTHEMA AND EDEYA VALUE IS THE MEAN SCORF FOR THF 18 OBSERYA-
TIONS (SENSITIZING TREZATMENT) OR TWO OBSERVATIONS (CHALLENGE TREATNMENT)
CF THE APPLICATION SITE FOR EACK ANIMAL. THE HIGE READING IS THE HIGHREST
STORC RECURDED FCa TFE KESPECTIVE ANIMAL DURING THAT FHASE OF THE STUDY.




Other ~aitech Scientitic Services Laboratories:
ch St. Louis MO
CE Gray Summit MO
3707 ¢ 608/241-4471
Company

c ¢

- PAGE S
2V2010315

YD OAT:EZARANCE: ALL OF THE GUINEA PIGS USED IN THIS STUDY
TZRCUGHGUT THE STUDY PERIOD. NORMAL BODY WEIGHT GAINS

N

 ALL ANIMALS DURING THE CCURSE OF THE STUDY.

"ISCFT 222-907 LOT NO. V5010315. 12 W/V): NINE OF THE
"VED WITH SLIGHT TO MODERATE ERYTHEMA REACTIONS DURING
-ASE OF THE STUDY. SLIGHT TO MODERATE EDEMA REACTIONS

! EIGET ANIMALS FOLLOWING THE SENSITIZING APPLICATIONS.

54100C06) DID NOT EXHIBIT ANY ERYTHENA REACTION AND THO

-10000S5 AND 64100006) DID NOT EXHIBIT ANY EDEMA REACTIORS
-TIZING PHASE OF THE STUDY.

(%LS 15 THE TEST OR NAIVE CONTROL GROUP EXHIBITED EITHER
DEMR FESPONSF TO THE TEST MATERIAL FOLLOWING THE CHALLENGE
0.5 ¥L OF A 1.0% W/V MIXTURE OF TEST MATERIAL IN STERILE

-

" YATERIAL IS NOT CONSIDERED A SKIN SENSITIZER IN
't. CICSED PATCH TECHNIQUE.



Dermal Sensitization In Guinea Pigs - Body Weights

EZJ Test Group _ RT No. T V\InO\R Vehicle/

Varisofs 27;

\.,\\'he’rest Compound LOT MO- 121y
A posicive Control Group A/ Vehicl:em\;% o w/v)
Animal Number
G 10" | H1 O od 10 | foe) 10 VOLIO~ oo 10~ |locts O~ | 4t 10 - reche
0001|0002 0003|6004 |A005 (ool |oooT ictan | oac
Y73 | 4727V sy | 503 | 4ep JSoo | Y60 MR s 1 /2¢
25 | 572 5062 | S¢o Sso | s38 | s/ Co JP| 2/
584 1650 1@ 651 625 | 1,3 573 A/ 209
S91S9] [ee7 723 l¢ea |wreleao s |Ys
4] 16431750 [210 1767 | 742 (9] NI | 723
I e B R EE PR Y )
Animal Number
A0 |10 - reche
OQQC‘\ C)O\O nician %a;;a
S0P | Ss0 | SAte ekt b d509 N ol 1 /2¢
578 S.GL Scale Used: K- 7’“’\ 4/804 ) CO T 7,/7’_
20 |2 G| Semevsed: g o iong L2 lg
TR LS| | Salelsed: v = yoeo S 12/
743 | 75Q | Scale Used: Pona 372° N | o3
'\\ Scale Used: ‘\\\\1{_ — |

NA - Not Applicable



DERMAL SENSITIZATION STUBY IN GUINEA PIGS

. _ Test VQHSOﬁ 2.

[5<] Test Group: RT No.QRUIONR  Vehicle( 8. yaceria1LOT MO. V20

Steri/e (1% wiv
I . 10 -
Positive Control Group N A Vehicle NA Animal No. OO
Date Animal Received ’//U/ 2/ Date Initiated l‘g(,

Source _Dean Daul Sex d‘ Challenge Date 2/2

¢

E k&
—ud (2]
= 3
Sensi~ , Obser- 0 = ®
tizing Dosed ' vatiom Erythema Edema l[;'-: &
Dose No. Period z
(m) (Rrs) | " ey
0.5 - NA NA NA | WN O Rl 2@
\ 24 o) Nl PV E-VE R/
48 ) T .T
0.5 NA NA na (a9 oo | /22
A 26 o) O | M _[WN [7/z3
, 48 4] o) 2w | S| /30
0.5 .  NA NA NA % Se ’/30
3 26 Q Q | Col Asy
48 7 [& o |l 7
0.5 NA NA m | gplap |
4 %% = o | NN NN 152G
48 o MR L Col Zr
0.5 NA NA NN | N o/
\5 24 @) O AN AAIaD
48 ) o) S | S | 2 |
a - Dosage applied by technician indicated

NA - Not Applicable



DERMAL SENSITIZATION STUBY IN GUINEA PIGS

. . Test Vansoft 222 -9
g Test Group: RT No.?_\_b_QﬂL Vehicle() 1N Materia1lO7 AMO.V20I0
- Sterrle (77 wiv
Positive Control Group ANA_ Vehicle NA A‘rfi;/a{oN:. )¢ 20(
Date Animal Received ’//ll/ 5/ Date Initiated I(gbl
Source _Dean Dauwl Sex O’. - Challenge Date 2[2 /
v '
® ™
o o
= S
Sensi- Obser- =3 i h
tizing Dosed vation Erythema Edema 2 !° )
Dose ¥o. Period - : =
le) (Rrs) * 1Y
0.8 NA NA NA | o Se) /6
LO 24 2.0 LO |/ l’% 2/2
48- 2.0 .0 222 yxlaolss
0.5 NA A w | o7 |g7| 2y
i 24 2.0 70 1200 (5o Fio
48 LD /O oV Col 2y
% 0.5 _NA NA _NA S!S f2o))
24 LO ) i -
48 o) e = reaTala]
qQ 0.5 NA NA s | ol 3 4
24 o o NN Hu[SV
48 0 Q S ¢ 5el 24
C.\I‘G\\Q(\ge_ 0.5 NA NA NA R T T%,-’
Yose 24 @) &) A A7 4
48 ) O F>Y2 | 292\ 3/

@"_m&\ubc.t oM A% AT\

a - Dosage applied by technician indicated
NA - Not Applicable




DERMAL SENSITIZATION STUBY IN GUINEA PIGS

Vanse .22

T
g Test Group: RT Yo ?_Lb_Q'_\&_ VehxcleOiZ &lm M:::rzalLDT 5. ¥20
, Steri/e (7?7 wiv)
Positive Comtrol Group NA Vehicle NA A‘n’i‘n.:/a,laﬂ:. 002
Date Animal Received '//ll/ fl Date Iqitiated 'Z'ga
Source _Dean Dauwl Sex _ (O Challenge Date 2/27
‘
EF %
- 2]
l:"‘_» 2
Sensi- Obser- o = ®
tizing Dosed vation Erythema Edema 2 &
Dose No. Period T
CM') (Hrs) N 23]
0.5 NA NA M | NN NN | V2w
\ 24 0 o | s | /a7
Y > S BT 7d W77
o) 0.5 NA NA na | am | | Jzs
24 @) o NN AP 11/29
48 o Q o | ] /30
3 0.5 NA NA NA | Sw |l sew /30
24 20 /O Lo | Col Lz
48 A7) 2 o | Co 1 2/,
0.5 xa x m | gp !l gely
L& 24 7.0 O NN _+ YW=
48 o o AN Col 2
5 0.5 NA NA NA N wa | 2/d
24 o Jo) 20 2/5
48 e D SO { S| 2-b
a - Dosage applied by technician indicated

NA - Not Applicable



DERMAL SENSITIZATION STUDY IN GUINFA PIGS -

g Test Group: RT No m Vehicle() N Materia1lDT MO. V2010,

\smlle. (/ e wiv
i . 0410 = .
Positive Control Group NA] Vehicle NA Animal No. (YYD 2
Date Animal Received '/ /ll/ 5/ Date Initiated l!gbli

Source __Dean Dauwl Sex _ ) Challenge Date 2/2 /s

.
.

P

| WE -
— (g]
=, 2
Sensi~ Obser- il iZ .
tizing Dose?® ©© vatiom Erythema: Tdema = & r'
Dose No. Period =
CM‘) (Hrs) r /9 8/
0.5 NA NA M| Fw (S 3/!4
(p 2% 2.0 2.0 110Q | 7723/
48 2.0 2.0 72 ‘NN IRUR
7 0.5 NA T A w | TP 57 | s
24 2.0 P /: 0 NN E MK/
48 [ O2P ) Co | rn 7/
0.5 " NA NA NA SG -
% 24 O O 777 1\ | a-
48 /. 0D /. O 777 1 &%
q 0.5 NA NA ‘NA | s° 'm 43
24 X e NN NR |2/
48 lLg® LO Sb 150 | 2-}S
Chan Q“S@ 0.5 NA NA NA a2 \a7 | %1
oo 24 o @) 29> | 797 | Yo%
48 o O a” | 72| 37,
a - Dosage applied by technician indicated

NA - Not Applicable '
D= DCSZ‘*“W’L’O" S .1//0/7/




DERMAL SENSITIZATION STHUDY IN GUINEA PIGS

Vansoft 222 -

Test
g Test Group: RT No.m Vehicle() 1 M::erialw 0. V20,
Sterile (1 7e wiv
.. . Lo/ 10 - |
Positive Control Group Vehicle NA Animal No. 0003
Date Animal Received ’//U/ 5/ Date Initiaced 'Zgb'
Source _Qean Dall., d‘ Challenge Date 2/2 |
B
=] o
Sensi- Obser- Iﬁ ;.E'
tizing Dosed vation Erythema Edema |2 =
Dose No.. Period =
(m') (Hrs) r 93
0.5 NA NA NA MR | anl Mee
] 24 O o ]
48 D ) ;ﬁ l-%_, -_/ﬁ
0.5 NA NA NA_ | A0 |'\W /238
Z 2% S o) HN | ~H 729
48 /i fo) > 1S | /30
3 0.9 - NA NA NA | S | 5w /32
24 [ &) &o ido | Ly
‘ 48 D V) o a1 %,
0.5 NA o w | 7l
/+ 24 ) S NN AN S
48 o o MR Co | ey
S5 0.5 NA NA NA M)yl
24 6] ) N WA /s
48 [ O O S0 {svol 2.6
a4 - Dosage applied by technician indicated

NA - Not Applicable




DERMAL SENSITIZATION STUPY IN GUINEA PIGS
vansoft 222 -9

. . T
[><] Test Group: RT Wo m Vehicle() t M:::rialw 0. ¥20!0.

\S'fcrll& /! Yo wiv
Positive Control Group NA Aﬁi{oN; me'_
[1w/8§1

Date Initiated ’Z’g&[
Source _Dean Dau./

N A Vehicle

Date Animal Received

O’l Challenge Date 2[2 [

Sex

PE

® F %
(]
= =
Sensi- Obser- okl };_:. °
tizing Dosed vation Erythema Edema = & _
Dose No.. Period — .
Cm') o (Hrs) F‘ 198/
L 0.5 NA NA M| S jow /e
24 2.0 20 14a0Q 77| 23/7
48 \2.A R =2, O 772 N 1Q/3 |
0.5 _NA NA va_| H | 57 /g
’_{ 24 4,0 2,0 NN | S | &
48 20 L 22 | Ceoo | Col 2/y
0.5 - NA NA NA s6 | o | 2-1y
% 24 I OFT 20 72 | 218
) 48 2,00 L. O 292 | Sw | 2413
0.5 NA NA | 2 mloys
Q 24 Z.0 o | AR wul&/d
48 2 O .O [CHHET Z-S |
Challege | 0.5 ¥A NA wmw | Pl P %
Oosé 2% > > A A Y 5
48 les) ) 7357 <
a - Dosage applied by techunician indicated
NA - Not Applicable
Pumar agk
R = SubcuTantos
S 2/gl81 MH

2D = DES@uumorion Go /s
& NS g_’l&{%l

C’b%ﬁmﬁ?%aﬁﬂfamw




DERMAL SENSITIZATION STUBY IN GUINEA PIGS

e R e L LR

T van'soff 222 -5
g Test Group: RT No ?]b“’\& Vehicle() 1 M:::rialw o’a‘,yza/a
Sterrle ! 76 wiv
Positive Control Group NA] Vehicle N A A‘xﬁ‘nﬁ{oN;Q&-_ﬂ_‘_
Date Animal Received '/ /ll/ 5/ Date Initiaced l[gbl
Source _Dean Da wl/ Sex O" Challenge Date 2[2 /!
‘¢
E
— In
= =
Sensi- Obser- ‘,'.'. "%
tizing Dose?® vation Erythema Edema 'g &
Dose No. Period - 4
Cm,) (Hrs) T‘
y 0.5 NA NA NA NHE | HR
24 O O
48 ) o) E_J%; ,5_,5
0.5 NA RA na A9
Z 24 [ @) N Jala
48 ) O =) | Jew
3 0.5 . NA NA M | sw 5w
24 7.0 /0 Go 4o
48 LD V7 Lo | Col
y |as A n wu | ool
24 /. O [ HN NN
48 ) o AR o
24 o) @) £ Y.
48 LO , =) S | sbl2-0
a = Dosage applied by technician indicated

NA - Not Applicable




DERMAL SENSITIZATION STURY IN GUINEA PIGS

vansoft 222 -9
Test
g Test Group: RT No M VehicleOiZ aling M::erialw 0. V2010
\S’*Cnle- e WiV
Positive Control Group N&a Vehicle NA A(n’i‘gia{abl:. QQ&_Z_‘_
Date Animal Received ‘//llj EI Date In_itia:ed 'ZZbZ
Source _Dean Oaul Sex O,' Challenge Date 2[2 [
‘
E F %
= n
S
. = (o
Sensi~ Obser- = = ®
tizing Dosed vation Erythema Tdema 2 =
Dose No. Period =
(m?) (Hrs) MR
0.5 NA A | sw |sw | e
(s 2 2 > Tax (7P 1377
' 48 - 0 Y 22 WR QUK
0.5 NA NA w | a7 =74
7 24 Q [2) ATA % 2
48 o) 0 CQ LL
0.5 © NA NA NA e ! sl z-1y
? 24 LO o 792 | 4% | -
: - 48 - 1.0 Qo 777\ s 123
0.5 NA NA ‘NA W‘ 24/:?
q 24 /-0 () N NN/
48 [Lo (&) INCIE &'_ 2-\8
CAw/mye 0.9 NA NA NA ATd s s
Jbsé 24 o Qo 797 77| /2
48 Q o 292 | 799 ¥
a - Dosage applied by technician indicated

NA - Not Applicable




DERMAL SENSITIZATION STHDY IN GUINEA PIGS

T vansofi 222 -
5<] Test Group: RT No.m VehxcleOiZ Qling M:::nal‘-m 0}0' V20!
Sterrle (7?7 wiv
- . w10 -
Positive Control Group NAR Vehicle N/ Animal No.mcﬁ__
Date Animal Received '//U/ 5/ Date Initiated I&'gb

Source _@ean Dau.l Sex g: ' Challenge Date 2/2°7|

TEY STuipa])

kg popiodsy

Sensi- Obser-
tizing Dose® © vatiom Erythema Edema ,
Dose No.. Period 1
(mt) (Frs) 19 B\
) 0.5  ma NA B | AN | ay | he
24 o Q % !%__A:L_‘ |
48 o) o) LD 7728 |
0.5 A NA na M | /2%
24 ) ) HAN (NN [V/29
Q Sw | S| /30

48 (@)
A

005 - NA N

Z
NA ) 1 S /30
3 = C —— Gl a
2
)

<P | Pl a4
24 =) N+ NN TS
48 Q ALY | Lo | Fux
0.8 NA NA NA W R 2L
24 o) Q xRN/
48 @) (@) S S | Z-b
a - Dosage applied by technician indicated

NA - Not Applicable




DERMAL SENSITIZATION STUDY IN GUINEA PIGS

: T Vansofi 222 -9,
g Test Group: RT No.m VehicleOiZ aling M:::rialm Dé V2010,
Sterile (? 7o wiv
Positive Control Growp NA Vehicle NA A‘n’i‘;{a{a}l; olald) S’
Date Animal Received '//U/ 5/ Date Initiated l!gbli

Source _Dean Daul Sex _ (O ’ Challenge Date 2/2 /s

.
.

PR

ey
= n
= 2
Sensi- Obser- e %
tizing Dose? © vation. Erythema Edema E &
Dose No. Period . A
le) (Hrs) ~ 728/
0.5 NA NA NA S | Sw é‘[é
7, %% I.© ) O | 77 277 ]
48 . e @) 2% L umil2/ K|
0.5 NA NA NA x| 77 2/
7 24 o) &) NIV | Sw | *fo
48 o : a Co | Col 2/
0.5 *NA NA NA Sl sl 2-u
5 2% Lo ) 77 1 R | 218 |
: 48 - @) @) 2y \ Dl 9,3
7 0.9 . NA NA NA 7Y l ywlafy
24 : o o) NR DRSSy
48 ) (W) S ¢+ Sl 2-1S |
U)&//&yf’ 0.5 NA NA NA Tl Bstd zéa_
Do:se 24 o) o 790 | #92| /29
48 o [ 77 | ¥%°] 3/
a = Dosage applied by technician indicated

NA - Not Applicable




Date Animal Received

Source __Dean Dau.l

DERMAL SENSITIZATION STUDY IN GUINEA PIGS

g Test Group:

Positive Control Group

Vehicle

[ 1w/ 81

a g

Test

vansoft Z22

Materia1&07 AMO. V20
(71 7e wiv)

/
248 000 L
Date Initiaced 'ZZ('

Challenge Date 2[

.
o
2 2
Sensi- Obser- i :? ®
tizing Dosel vation Erythema Edema 2 =
Dose No.. Period z
(mt) (Rrs) < | \asl
06 NA NA NA NN NN \[ZZJ.D
l 24 %) @, E», 1%)7 7
48 - ps) o T, /
0.5 NA NA NA | AW 'MW /2%
Z 24 o S NN THAIT/2G
48 o) @) Sw/ S /42
0.5 " NA NA NA s | Y30
3 24 Z o Zo | ad Lo |
48 - o ) @' Col 2/, _
0.5 NA NA | g7 27| A
4 7% (ol S HR e 1523
48 2 o APl | g
Ny 0.5 NA NA NA NN INn | S/d
24 O g 4429 LA
48 0 (o] S | S 2-@

a - Dosage applied by technician indicated
NA - Not Applicable



Positive Control Group

Date Animal Received

DERMAL SENSITIZATION STUDY IN GUINEA PIGS

g Test Group:

vansoft 222 -9
Test
RT No QULONR,  VehicleQ i0B. 1ateria1LOT AO- V2010
. Sterile (17 wiv
10 - ]

[1w/§1

Vehicle N A Animal No. NN (o
Date Iqitiated l!gbl

Source _Dean Dauwl

O" ) Challenge Date 2/27]/

2 =
Sengi~ Obsar- e ':=:" :
tizing Dose® vation Erythema . Edema ‘; & 4
Dose No.. Period - z A
(m) (Rrs) c /e
0.8 NA NA M | Ssw 5w | 9
éﬂ 24 o o) 0 | 797| a/5
48- e e 72 XN
7 005 NA NA NA L? ? 7/4
24 o) o) A/ Sl | 30
‘ 48 o O %’“ Co &/
005 " NA NA NA S 2-11
? 24 @) [ ﬁﬁ ,\f_ 2\
: 48 0 o) 297 | 5ot 23
0.5 NA A M 222 2//3
g 2% - o @) Nn e (9778
48 0 &) S 012
C}Yl// el 0.8 NA NA NA ar 15°¢ 7#2
24 @) &) 2l V7 Y
48 &) o 732 |23/
a - Dos‘age applied by technician indicated

NA - Not Applicable




e ——
—

DERMAL SENSITIZATION STUDY IN GUINEA 'PIGS
_ Test Man'soff 222-

g Test Group: RT No m Vehicle() 108 MateriallOT MO. V20l

Sterile (1?7 wiv
Positive Control Group NAQ Vehicle NA A%i{aN;M
Date Animal Received '/Ib/ 5/ Date Initiated ’(éb[

Source _Dean Dau.l sex _ QO . Challenge Dace 2/2 /

F

-y
Sensi- Obser- E |§_ ’
tizing Dosed © vation Erythema- Tdema 2 < .
ik |y | B " oo
/ 0.5 NA NA MA | WA | wn VR
' z: ) ) % v gl
0.5 NA NA n | A0 L aov] /28
3 . 107
3 0.5 _NA NA M| S | scul /30
- B w1 n )
o 183 | _u = s L
48 o ®) Vo.M 2/ ]
) .9 2 o) 5 TAom Tam :g/_
48 @) 0 S sl
a - Dosage applied by technician indicated

NA - Not Applicable
O RCCOPQ.L(\%- <rroMR a3l R/




DERMAL SENSITIZATION STUDY IN GUINEA PIGS

Vansoft 222 -5

Test

5 s W oUW verii«03 St Wi gl raoi
&erllc ! Yo wiv

Positive Control Group _ A/Q Vehicle NA A‘rﬁ;/a{aN;m

Date Animal Received 'jlll/ 5/ Date Initiated ldgbl

Source _Dean Dau./ Sex O” . Challenge Date 2[2 I

.
B

¥ -

=
o ®
5 S
Sensi- Obser- 0 f;f- L)
tizing Dose? - vation Erythema Edema ;2 &
Dose No.. . Period =
Cm') (Hrs) r 198/
0.5 NA NA wm | sw | swl| o
Z/ 24 o) %) RN |\ v 37
48 =0 &) 72 A XK |
7 0.5 NA NA wm | 97 |52
24 /. O e AN 5w 1 27,9
48 /.0 %) _Co Col 2///
: 05. | - wa- NA - NA S S 2|
E; R 26 ).0O 12O i :
- ' 48 [. QO £.Q 1 7%7 | o 13
0.5 - NA .. NA NA m’ 72| 2/13
9 : 24 - LD IO N ' NSy d
| 48 "3 1.0 10 S ;S 12443 |
C}U.//g/y 0.5 NA NA NA TA T4l
Dase z S et
’ 48 o O 77| 7P\ S/

a - Dosage applied by technician indicated
NA - Not Applicable




()

DERMAL SENSITIZTION STUDY IN GUINEA PIGS

A/ ‘ve I o« . .
' una:r:af?d Coriroj ET No.%\{eo 1K VenzcleCZ?& :Sa[,ne,

S Feriile

Date Animal Received 1/ IM/ :

Source _D&h Zlaa/ Sex _( Z Challenge Date ;{2@/8/

0] F ’
(g)
: - 18
Obser- y
Animal No. | Dosed vation Erythema Edema &~
Period = ,
ml (Rrs) e
bso- 1.5 NA NA A | 77 |57 2
264 797 | 7y 2/
OOl 48 | % 8 'y~ ’ 37
o - 0.5 NA NA NA 7| 57! ’?
~SO 24 fe) =) 272 . 9y? ! g
'z 48 ) Q 29 - 72| 3/,
Ao~ 1 nB NA NA " NA /?: | 7 “h B
] 24 o : 25|
00!3 n %8 2] % 277 72 | 9/
O~ 0.5 | Q[/? 26 “
. NA ) .
74 » ) o) 797 | 791 e |
00/4 , %8 ) @) i 7P i 'TIL
. |
26 T — z |
a8 | ]
a - Dosage a;plied by technician indicated

NA - Not Applicable




@ Test Group - RT No. 3 {0 @) |% Vehicleoafb Sglp

N€ Test Compound LO7 NG, V20/0-

Dermal Sensitizatiom In Cuinea Pigs ~ Body Weights

Vari'sof+ 2226

E Naive Un+treated. Contro\ Swerile /7 W/V)
= ) Animal Number -
(DLHO‘ QJ‘“O‘ (04\0‘ OoA\O- Tech~ -
QOIl 1002|0013 0014 nician hry-y
997 499 | 474|493 AN W sy |1/26
s75 572 | se2| 508 N 57 4
oo [l | 05D [0y N\ UK 1A
71917021 231 | 707 | Sw | ¥
18317861789 [77sS N [%as
va | val e [ wA S VT
Animal Number"
\ Tech-

nician Date

_\ /987
\ Scale Used: K-Tron m ADO,;,, /24

\ Scale Used: Je ~T7em <806 /1 ? 3%

\ Scale Used: ./ +pop/ lL./S’O? AN J—/7

\ Scale Used: K‘ c’—LQ_‘f\ 4ggq J,J 2//6

\ Scale Used: P na 372% AN | Zes

\ _Scale Used: MR VA | LA

NA - Not Applicable




DERMAL SENSITIZATION STUDY IN GUINEA PIGS

 Test Vanmsoff 222-9
B Test Group: RT No.QUOONR  vehicle( i, Materia1kOT MO. V2010
Stersle e wiv
. ) Lo 10 = )
Positive Control Group NK] Vehicle NA Animal No. C}_a_LQ_
Date Animal Received 'j/ll/ 5/ Date Initiated Izg(p[
Source __Dean Da w/ Sex O" Challenge Date 2[2 “
v '
Sensi- Obser- ".”- ';' 7
tizing Dosed vation _ Erythems tdema ? & ,
Dose No. Period - - ,
(m1) (Frs) - " lost |
0.5 NA A na | v | NV
/ e 20"
48 - O Q 2 7 7z,
0.5 NA NA w | /oo [mn| /28
Z 24 () ) NN N 29
48 o) @) _eJ | S| /30
3 0.5 NA NA - NA <o | sul o
24 o) y<- 3R ?2 £z
: 48 2 o) Ceo | 2, -
0.9 NA NA . wm | o7l T
“ 2% o) 5 TN
48 17 o AN | L | e
5 0.5 NA NA NA R | wn [9/4
24 e [a A4 1 /S ]
48 .o @) s | b |20
a =- Dosage applied by technician indicated

NA - Not Applicable




DERMAL SENSITIZATION STUDY IN GUINEA PIGS

g Test Group:

Positive Control Group NAQ
Date Animal Received ’/IU/ 5/

Sex _ ( !

source _Dean Dauwl

P

Vehicle

NA

RT No.m VghxcleOiZ xlm Test

MateriallO7

an'soft 222 -
so};. V20/(

(1?7 wiv

#2843 pas0

Date Initiated '!ébl
Cha.llenge/ﬂiu:e 2[2'7’

WEHSTUH3Y)
io>sy

Sensi~ Obser- l:"'
tizing Dosed vation: Erythema. Edema & _
Dose No.. Period z ”
(i) (Hrs) * |, 98/
0.5 NA NA M| Sw s |2
(s 74 7.0 101X 1797 3/5
: 48 Lo O o) 2%C n Xl S
~ 0.5 NA NA w | @ |l Y
24 o) =) % D) %/o
48 o/d o Lo
0.5 - ~ NA NA NA s6 | Sts 2
? 24 (@) o 1 -\
. 48 O [@) 7?7 | % L3
: 0.5 NA NA ‘NA | e ‘ m‘.?/'g
C? 24 > % MR RN g
A 48 o) S 1 €0 .Z-_JS_‘
/ 0.5 NA NA NA -rd {}7“—‘%2
\35 @ 24 1) ) P B A Y
48 [o») ') 75 3/
a - Dosage applied by technician indicated

NA - Not Applicable
O= a’esfaammﬁdf‘
</ /sr APY




Positive Control Group
1w/ 81

DERMAL SENSITIZATION STUDY IN GUINEA PIGS

g Test Group:

Date Animal Received

NA

Vehicle

Source _Dean Dau/

4

Sex _( !

RT No.m Vehicleogz Saling

Test VQH'SOf'/m'

QINE MaterialkOT MO V20!
\S"UI /e_ ‘e W,V

NA Alxa’i‘;i{auo.. Q00 2

Date Iqi:ia:ed légb
Challenge Date 2[2 ]

TUEEN
e

E
B
Sensi- Obser- L": =
tizing Dose? vation Erythema Edema lé &
Dose No.. ' Period . - R
(m‘) (Hrs) B \4R):
/ 0.5 NA - NA _NA_ | N OINRN \/Z.Lo
24 (o) [ | ’éz
48 O o W ‘48
0.5 NA NA NA MV ‘A/JV ‘/2?__
7 24 [&) ) HH NN Y
48 o o o) VSl /30
0.5 ~ NA NA wm | Sw Lol 10
51 - %% 2 %) o do | K|
. X 48 Jo?) <o o |\ Col =/
05 _ NA NA "NA ' ‘ 7] A
.7/ ; 26 (@) O | RN an &3
. - 48 Vo) QO AN 1Co | 2k
5 0.5 NA A NA | S
24 o a) AL L&P.Li_ |
68 @) 0 SO | sb 1 2.6
@ﬂ“,/,,ﬁ Crvor TP 11258,
a - Dosage applied by technician indicated

NA - Not Applicable

.
.



DERMAL SENSITIZATION STUDY IN GUINEA PIGS
s vansoff 222 -

' , . Test
BT Test Group: RT No.QUONR  venicleQ i ua:erialf-ar 0. V201!
/

Sterile e wiv
Positive Control Group NA A‘rﬁ:/a{aNo.. Q0 O z‘
[1w/§1

Date Iqitia:ed I&'ga
Source _Dean Dau/ Sex _ Challenge Date 2/27|

.
s

N& Vehicle

Date Animal Received

4

= :
2 2
Sensi- Obser- 2 = @
tizing Dosed vation Erythema Tdema 2 ;“-
Dose No.. Period —
Cm') (Hrs) r 198/
0.5 NA NA NA Sw |Fw 5}/6
é 24 [ Qo x| »¥2| a/7
48 - o) ) ? ‘ula/ |
7 0.5 NA NA w | @ lagp |2/
24 /, 0 (o) /0
48 VA, J2) g % 25//
? 0.5 : ;12 - 1!“0 NOA 7529 %f 2~
: - . \. ! -
48 7.0 D = 7% | <) -331-_\32‘
- 1 0.9 NA - NA | g2l | 32
q 24 /.00 o NR NN |24
48 ) [ o] » (8] 5(_9 . 5() v o S
Cha/lenge 0.5 NA NA NA |5 _Zéél__
20s5? 26 &) @) 2§
48 1) @) 797 | 779 371
a - Dosage applied by technician indicated

NA - Not Applicable

D= .DCS‘Lua mat*ion W a./la/X/



DERMAL SENSITIZATION STUDY IN GUINEA PIGS

g Test Group:

Positive Control Group NAQ

[ 1/ 8!

Sex _ ( !

Date Animal Received

Source _Dean Dau./

' B

Vehicle

Vansoft 222 -9

. Test
’T %o RULONR  VehicleQ97 SANE wacersa1L0T AO- V2010.

(/7. wiv

_w~a_ B8 0008

Date Iqitiated I!gbli
Challenge Date 2[2 ,i

-
.

=1
: B %
2 S
Sensi- Obser- 2 = ®
tizing Dose? -~ vatiom Erythema Edema = :
Dose No.. Period
(m)) (Frs) M XY
/ 0.8 NA NA NA R TOR
24 Je) ) g:, | é : [
48 - "Q Q A ] / g_
0.5 NA NA w |00 | o] /28
Z 24 [®) o AN [N 1729 ]
48 . )] o S VL Sol /30
;5 0.5 - _RA_ . NA NA Sl 9@0
: : 24 - . ’
. i : 26 - ) ol R 1N |43
' 1 : 48 - Qo ®) = Sk
5 0.5 NA NA NA_ | oMp i RS/
. 24 7. 0 (@) AN L |
48 L9 e <G sblz-b |
a -~ Dosage applied by technician indicated

NA - Not Applicable




DERMAL SENSITIZATION STUDY IN GUINEA PIGS

van'soft 222 -9

Test

g Test Group: RT No.m VehicleOiZ Saling M::erial‘-m 0.¥20/0
sml/& (/ e wilVv

Positive Control Group AN Vehicle NA A‘,ﬁ‘;{a{au;agc)g )

[ 1w/

Sex g!

Date Iqitia:ed l!gb[
Challenge Date 2[2 I1

Date Animal Received

source _Dean Daul

v
E
i
. . Ll [
Sensi- Obser- — = ®
tizing Dose? vation Erythemsa Edema 'g & ‘
Dose No.. Period - z
(m1) (Frs) MR,/
0.5 NA NA | sw | swl
O 2% 7.0 Y ] RV
48- o) ) 2%9° ‘Nl 2R
v/ 0.5 NA NA w | 77 2|3
24 /.' o] [. 0 AN (S | 9//0
48 A7) /-0 o\ Co | Zy,
: 0.S -  NA NA M| s lse 2
& : 26 o) Lo 7o d 1o
: : 48 - /.0 ) 7772 1 EE
9 | 0.‘5_:-' NA NA "NA '-m!m'o',:
: 24 (D o) B NN /74
»' i 48 ° L, () SG .56 1248
C/Id/m 0.5 NA NA NA 71 57 2
\Dos'e 24 g [®) Y& 790 | 2o &
48 Q @) 77 {2\ Y
a - Dosage applied by technician indicated

NA - Not Applicable




Other Raitech Scientific Services Laboratones:

SCENTIRC SBMVICES

P.O. Box 7345 * Madison. Wisconsin 53707 « 008/241-4471
A Diwnision ot Raiston Purtna Company

St. Louis MO
Gray Summit MO

GUINEA PIG MAXIMIZATION STUDY OF VARISOFT 222-90%

(LOT NO. Vv2010315)

SPONSOR: SHEREX CHEMICAL COMPANY STUDY NO.
DUBLIN, OH '43017 INITIATION:
COMPLETION:

REPORTED:

SAMPLE: Varisoft 222-90% (Lot No. V2010315)

ENCLOSED: METHOD, PAGE 2 and 3
SUMMARY, PAGE &
RAW DATA APPENDIX

816078
1/5/81
1/29/81
2/24/81

SIGNED: 7 /am_az,{ ;2 C(.ﬁ:fwgéz ¢ S,
NANCY J (AL'BRECHT, BA GARY ¥.

(e
THOMPSON, BS

TECHNICAL SUPERVISOR HEAD, ACUTE TOXICOLOGY
STUDY DIRECTOR

BY AND FOR RALTECH SCIENTIFIC SERVICES

o

~

RAW DATA FOR THIS STUDY IS KEPT ON FILE AT RALTECH SCIENTIFIC SERVICES,

MADISON, WISCONSIN.




HAZLETON RALTECH, INC.

3301 KINSMAN BLVD. « PO 80X 7545 s MADISON. WISCONSIN 53707 o PHONE (608) 241-4471 o TLX 260098 HAZRAL MDS

Guinea Pig Maximization Study
Test Material Varisoft 222-90% (Lot No. V2010315)
Study No. 816078

Sponsor Contractor

’
Sherex Chemical Company Hazleton Raltech, Inc.
P. 0. Box 646 3301 Kinsman Boulevard
Dublin OH 43017 Madison WI 53704
Principal Investigator Study Director

Robert L. Harrison Gary W. Thompson, BS

Amendment No. 1 to the Report

Reason

The stated volume of the dose was incorrect and the method of application
of the test substance during intradermal injections was not clarified
in the "Method" section of the final report.

Change

- a

The Method section on page 2 of the final report, sentence 2, should
be corrected to read:

"...one row on each side of the midline as follows: 0.05 ml of
prepared Freund's Adjuvant Solution, 0.05 ml of the 5% aqueous test
solution, and 0.05 ml of a 5% solution of test material and
Freund's Adjuvant Solutiom."

/{z@//@a £--Fz
Gary W./Thompson, BS Date
Study Director, Acute Toxicology

by and for Hazletom Raltech, Inc.

/dka

A SUBSIDIARY OF HAZLETON LABORATORIES AMERICA. INC.
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RT LAB NUMBER 816078 PAGE 2
GUINEA PIG MAXIMIZATION

Test Material: Varisoft 222-90% (Lot No. V2010315)

Test Animal: Young adult male guinea pigs were procured, maintained indi-
vidually in stainless steel cages in temperature and humidity controlled
rooms, provided continuous access to Purina Guinea Pig Chow and water and
held for a conditioning period of at least 7 days.

Test System: Ten male guinea pigs weighing between 425 and 494 grams were
chosen at random and used for this study. The animals were individually
housed and identified by animal number and ear tag.

Preparation of Test Material: For the intradermal injections the Freund's
Complete Adjuvant Solution was prepared by adding 5.0 mL of sterile water:

for injection in 1.0 mL increments to 5.0 mL of Freund's Ad juvant.

The 5% solution of test material in sterile water was prepared by taking
0.5 gram of Varisoft 222-90% (Lot No. V2010315) and adding sterile water
for injection to a total volume of 10.0 mL.

The 5% solution of test material in Freund's Ad juvant was prepared by
placing 0.5 g of Varisoft 222-90Z% (Lot No. V2010315) into a 30-mL beaker
and adding sterile water to a Q.S. volume of 5.0 mL. To this, 5.0 mL of
Freund's Adjuvant was added in 1.0 mL increments while stirring.

For the topical induction the Varisoft 222-90Z (Lot No. V2010315) was
administered at a concentration of 25% w/v in sterile saline: For the
challenge procedures, the test material was administered at a 1.0% w/v
concentration in sterile saline.

Method: A 4.0 x 6.0 cm area was clipped along the midline over the shoulder
region. Two rows of three-deep intradermal injections (total of 6 injec—
tions) were made within the boundaries of a 2.0 x 4.0 cm area, one row on
each side of the midline as follows: 0.1 mL of the prepared Freund's
Adjuvant Solution, 0.1 mL of a 5% aqueous test solution, and 0.1 mL of a
5% solution of test material and Freund's Adjuvant Solution.

One week after the injections, the same area was clipped and closely
shaved with an electric razor. A 2.0 x 4.0 cm patch of Whatman No. 3
filter paper was saturated with a 25% w/v solution of Varisoftr 222-90%
(Lot No. V2010315) and sterile 0.9% saline, placed over the injection
sites, then covered with an overlapping of Blenderm tape and secured by
an overwrap of Elastoplast tape. The dressing remained in place for

48 hours.

Reports are submated to clients on & iel basis. No rete 10 the work, the resuits or to Raltech Scientific Services n anv form
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St. Louis MO
mmc‘i Gray Summit MO
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RT LAB NUMBER 816078 PAGE 3

GUINEA PIG MAXIMIZATION

Two weeks after topical induction the animals received a challenge dose.
The hair was removed from a 5.0 x 5.0 cm area on the flank by clipping
and shaving as before. A 1.0% w/v solution of the test material in
sterile 0.9% saline was applied on a 2.0 x 2.0 cm piece of filter paper
in the same fashion as for topical induction. The patch was sealed to
the flank for 26 hours under a 4.0 cm strip of Blenderm tape. Complete

occlusion was made by an overwrap with Elastoplast tape wound around the
trunk.

Observations: Twenty-four hours following patch removal the test sites were
examined for erythema and edema. The sites were examined again at
48 hours after patch removal to detect weak, slowly developing reactions.
The test sites were shaved 3 hours prior to the 24-hour reading. The
reactions were scored according to the following 4-point scale:

= no reaction

= gcattered mild redness

= moderate and diffuse redness
= intense redness and swelling

WN~O

The important statistic in maximization testing is the frequency of
sensitization, not the intenmsity.

nmn-mmmdumon.mu—.mm»um.mm«nnwms«mhmm
MM,MM«WMOWlmhmmmmm Raltech Scientific Services.
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RT LAB NUMBER 816078 PAGE 4
GUINEA PIG MAXIMIZATION
Test Animal: Albino guinea pigs
Source: Dean Dahl, Luxemburg, Wisconsin
Date Animals Receized: 12/23/80
Test Material: Varisoft 222-902% (Lot No. V2010315)
Date Test Started: 1/5/81 Date Test Completed: 1/29/81
Animal Challenge Dose Reactions
Number Sex 24 Hours 48 Hours
64000712 M 0 0
64000713 M 0 0
64000714 M 0 0
64000716 M 0 0
64000717 M 0 0
64000718 M 0 0
64000719 M 0 0
64000721 M 0 0
64000722 M 0 0
64000723 M 0 0

General Behavior and Appearance:
All of the guinea pigs used in this Study appeared normal throughout the
study period. Normal body weight gains were recorded for all animalg
during the course of the study.

Skin Reactions to Varisoft 222-90% (Lot No. V2010315):
Nome of the ten guinea pigs exhibited a reaction to the challenge dose at
either the 24 or 48 hour observations.

Conslusion: _ -
Based upon the results obtained, the test material, Varisoft 222-90% (Lot
No. V2010315), is not considered a skin sensitizer.

Reference:
Magnusson, B., MD, and A. Kligman, PhD, MD, Allergic Contact Dermatitis

ln the Guinea Pig, Charles C. Thomas, pub., 1970, pp. 113-117.

ﬁmmmm&ummcmw.NcMmmmm.mmmmﬂmw&vie-mmw
Mm.mmwmmmmtmb‘Mthmmwmfm Raitech Scientific Services.
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GUINEA PIG MAXIMTIZATION TEST
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? HAZLETON RALTECH. INC.

3301 KINSMANBLVD ¢ PO BOX 7545 ¢ MADISON. WISCONSIN 53707 » PHONE (608)241-4471 » TLX 260098 HAZRAL MDS

Guinea Pig Maximization Study
Test Material Varisoft 222-90% (Lot No. V2010315)
Study No. 816078

Sponsor Contractor

q
Sherex Chemical Company Hazleton Raltech, Inc.
P. 0. Box 646 3301 Kinsman Boulevard
Dublin OH 43017 Madison WI 53704
Princigal Investigator Study Director

Robert L. Harrison Gary W. Thompson, BS

Amendment No. 1 to the Report

Reason

The stated volume of the dose was incorrect and the method of application
of the test substance during intradermal injections was not clarified
in the '"Method" section of the final report.

Change

The Method section on page 2 of the final report, sentence 2, should *
be corrected to read:

"...one row on each side of the midline as follows: 0.05 ml of
prepared Freund's Adjuvant Solution, 0.05 ml of the 5% aqueous test
solution, and 0.05 ml of a 5% solution of test material and
Freund's Adjuvant Solutionm."

N~ £-vobr
Gary W{ Thompsén, BS Date

Study Director, Acute Toxicology

by and for Hazleton Raltech, Inc.

/dka

A SUBSIDIARY OF HAZLETON LABORATORIES AMERICA. INC
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GUINEA PIG MAXIMIZATION
Test Material: Varisoft 222-90% (Lot No. V2010315)

Test Animal: Youni adult male guinea pigs were procured, maintained indi-

vidually in stafnless steel cages in temperature and humidity controlled
rooms, provided continuous access to Purina Guinea Pig Chow and water and
held for a conditioning period of at least 7 days,

Test System: Ten male guinea pigs weighing between 425 and 494 grams were

chosen at random and used for this study. The animals were individually
housed and identified by animal number and ear tag.

Preparation of Test Material: For the intradermal injections the Freund's

Complete Adjuvant Solution was prepared by adding 5.0 mL of sterile water:
for injection in 1.0 mL increments to 5.0 mL of Freund's Ad juvant.

The 52 solution of test material in sterile water was prepared by taking
0.5 gram of Varisoft 222-90% (Lot No. V2010315) and adding sterile water
for injection to a total volume of 10.0 mL.

The 5% solution of test material in Freund's Adjuvant was prepared by
placing 0.5 g of Varisoft 222-90% (Lot No. V2010315) into a 30-mL beaker
and adding sterile water to a Q.S. volume of 5.0 mL. To this, 5.0 mL of
Freund's Adjuvant was added in 1.0 ml increments while stirring.

For the topical induction the Varisoft 222-90% (Lot No. V2010315) was
administered at a concentration of 252 w/v in sterile saline. For the
challenge procedures, the test material was administered at a 1.0% w/v.
concentration in sterile saline. ’

Method: A 4.0 x 6.0 cm area was clipped along the midline over the shoulder

region. Two rows of three-deep intradermal injections (total of 6 injec-
tions) were made within the boundaries of a 2.0 x 4.0 cm area, one row on
each side of the midline as follows: 0.1 mL of the prepared Freund's
Adjuvant Solution, 0.1 mL of a 5% dqueous test solution, and 0.1 mL of a
5% solution of test material and Freund's Adjuvant Solution.

One week after the injections, the same area was clipped and closely
shaved with an electric razor. a 2.0 x 4.0 cm patch of Whatman No. 3
filter paper was saturated with a 25% w/v solution of Varisoft 222-902
(Lot No. V2010315) and sterile 0.9% saline, placed over the injection
sites, then covered with an overlapping of Blenderm tape and secured by
an overwrap of Elastoplast tape. The dressing remained in place for

48 hours.

Nmmumnmm«ueonﬁdmﬁub.-.Nomtomm,mmumu!oﬂmmm&wie-innmm
of advertsng. news reisese or other PUDIC ANNOUNCEMENt May be Made Without written suthonzation from Raitech Screntific Services.
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RT LAB NUMBER 816078 PAGE 3
GUINEA PIG MAXIMIZATION

Two weeks after topical induction the animals received a challenge dose.
The hair was removed from a 5.0 x 5.0 cm area on the flank by clipping
and shaving as before. A 1.0% w/v solution of the test material in
sterile 0.9% saline was applied on a 2.0 x 2.0 cm piece of filter paper
in the same fasgion as for topical induction. The patch was sealed to
the flank for 24 hours under a 4.0 cm strip of Blenderm tape. Complete

occlusion was made by an overwrap with Elastoplast tape wound around the
trunk.

Observations: Twenty-four hours following patch removal the test sites were
examined for erythema and edema. The sites were examined again at
48 hours after patch removal to detect weak, slowly developing reactions.
The test sites were shaved 3 hours prior to the 24-hour reading. The
reactions were scored according to the following 4-point scale:

= no reaction

scattered mild redness
moderate and diffuse redness
intense redness and swelling

LN~ O
[}

The important statistic in maximization testing is the frequency of
sensitization, not the intensity.
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Other Raitech Scientilic Services Laboratories:
m St. Louis MO
SCENTIRC SEVICES Gray Summit MO

PO Box 7545 ¢ Madison. Wisconsin 53707 + B0&/241-4471
A Division of Ralston Punina Company

RT LAB NUMBER 816078 PAGE 4
GUINEA PIG MAXIMIZATION

Test Animal: Albino guinea pigs
Source: Dean Dahl, Luxemburg, Wisconsin

Date Animals Rece%ved: 12/23/80

Test Material: Varisoft 222-90X (Lot No. V2010315)

Date Test Started: 1/5/81 Date Test Completed: 1/29/81
Animal Challenge Dose Reactions
Number Sex 24 Hours 48 Hours

64000712 M 0 0
64000713 M 0 0
64000714 M 0 0
64000716 M 0 0
64000717 M 0 0
64000718 M 0 0
64000719 M 0 0
€4000721 M 0 0
64000722 M 0 0
64000723 M 0 0

General Behavior and Appearance:
All of the guinea pigs used in this Study appeared normal throughout the
study period. Normal body weight gains were recorded for all animals
during the course of the study.

Skin Reactions to Varisoft 222-90% (Lot No. V2010315):
None of the ten guinea pigs exhibited a reaction to the challenge dose at
either the 24 or 48 hour observations.

Conslusion: . -
Based upon the results obtained, the test material, Varisoft 222-90% (Lot
No. V2010315), is not considered a skin sensitizer.

Reference:
Magnusson, B., MD, and A. Kligman, PhD, MD, Allergic Contact Dermatitis

in the Guinea Pig, Charles C. Thomas, pub., 1970, pp. 113-117.
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) REPORT
Pol. =3EKISOY RT LAB NO. 816079
SHERE{ CHYIMICAL COMFANY, INC.
P.O. 30X 545 , ENTERED 11/13/80

DUSLIN, CH 43017
REPORTED 04/02/81

VARISOFT 222-20%: LO% #v2010225

?URCHASZ OJRDZR NUMBEF 020-u48946 £ 53

ENCLOSED: GUINER PIG SENSITIZATION - METHOD, SUMMARY

RAW DATA ATTACHED :

SIGNED: .(ﬁg;}r..fézza;;aaasn...............
342Y W. THOWPBSON, BS
HZAD, ACUTF TCYICOLOGY
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3301 KINSMAN BLVD. « P.O BOX 7545 e MADISON. WISCONSIN 53707 « PHONE (608)241-4471 « TLX 260098 HAZRAL MDS

Guinea Pig Sensitization (Closed Patch Technique)
Test Material Varisoft 222-90% (Lot No. V20100225)
Study No. 816079

Sponsor ‘ Contractor

Sherex Chemical Company Hazleton Raltech, Inc.
P. O. Box 646 3301 Kinsman Boulevard
Dublin OH 43017 Madison WI 53704
Principal Investigator Study Director

Robert L. Harrison Gary W. Thompson, BS

Amendment No. 1 to the Report

Reason

The "High" score for animal 64100019 is incorrectly listed as (1).

Change

The Challenge Phase erythema high score for animal number 64100019 shquld
be changed to (0). '

_/é%@é E-¢-F2
Gary W. ompserf, BS Date

Study Director, Acute Toxicology

by and for Hazleton Raltech, Inc.

/dka

A SUBSIDIARY OF HAZLETON LABORATORIES AMERICA. INC.
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St. Louis MO
Gray Summit MO
P.O. Box 7345 < Madison. Wisconsin 53707 + G0B/241-4471
A Division ot Raiston Purina Company
RT LAR NIMBER g14079 FAGE 2

VARIZ"ET 222-30%: LOT BVZ01622Z¢

SKIN

SENSITIZATION

TEST ANIMAL: FOQURTEZEN MALE ALEINO GUINEA PIGS OF THE HARTLEY STRAIN,

AEIGHING BETWEEN L4U44 AND 3520 GRANS, WERE USED FOR THIS STUDY. THE ANINJ
WEIRE INDIVIDUALLY HOUSED IN SCREEN BOTTOM CAGES IN A TEMPERATURE AND
AUXIDITY CONTROLLED KOCM, PROVICED CONTINUOUS ACCESS TO COKMERCIAL LAB-
ORATORY FEED AND WATER AND HELD FOR AN ACCLIMATION PERIOD OF AT LEAST SF
DAYS. EZACH ANIMAL WAS IDENTIFIED BY AN ANIMAL NUMBER AND CORRESPONDING
EAP TAS5. THE ACCLIMATED ANIMALS WERE DIVIDED INTO TWO GROUPS CONSISTING
OF A NAIVFE UNTREATED CONTROL GROUP OF FOUR GUINEA PIGS AND A TREATED GRC
OF TeN GUINEA FIGS

PREPARATION OF TEST MATERIAL: TO PREPARE A 1% WEIGHT TO VOLUME. MIXTURE,

1.00 5 OF THE TEST MATERIAL WAS WEIGHED INTO AN ERLENMEYER FLlSK.— STER]
0.9% SALINE WAS ADDED TO MAKE A TOTAL VOLUME OF 100 ML.

THE DOSAGE LEVEL WAS SELECTED BASED UPON RESULTS OBTAINED FhOH A BANGE
FINDING STUDY UTILIZING CONCENTRATIONS OF 1.0, 10.0, 25.0, 50.0,' 75.0 AN
100% W/V WIXTURES OF TEST MATERIAL IN STERILE 0.9% SALINE. ‘

TREATMENT: PRIOR TQO EACH APPLICATION THE HAIR WAS REMOVED FROM THE BACK C

EACH ANIMAL WITH ELECTRIC CLIPPERS. THE TEST MATERIAL WAS APPLIED TO OR
AREAR ON EACH ANIMAL BY PLACING 0.5 ML OF THE 1% W/V MIXTURE OF TEST
MATErIAL ON A WEBKIL FAD (7/8 INCH X 1 INCH) AND PLACING THE PAD ON THE
IEST SITHE ALONG THE YIDLINE OF THE BACK. THE PATCH WAS COVERED WITH
RUBBER DAY AND SECURED WITH AN OVERWRAP OF ELASTOPLAST TAPE. THE DRESSI

. REMAINZD IN PLACE FCEK A PERICD OF SIX HOURS AT WHICH TIME IT WAS REMOVED

THE TEST GROUP ANIMALS RECEIVED THREE APPLICATIONS PER WEEK FORFIBREE WE
FOR A TOTAL OF NINE AFPLICATIONS.,

TWO WEZEKS FOLLOWING THE ADMINISTRATION OF THE NINTH SENSITIZIIG DOSE, A
ChA LENGE DGSF OF 0.2 ML OF R 1% WEIIGHT TO VOLUME MIYXTURE OF THE TEST

ZRIAL IN STERILE 0.9% SALINE WAS ADMINISTERED TO THE TEST GROUP IN TE
SAHE MANNER AS DURING THE SENSITIZING PHASE OF THE STUDY. AT THIS TIME,
A GRZUP OF FOUR NAIVE (PEEVICUSLY UNTKEATED) CONTROL ANIMALS WAS ALSO
TREATED WITH THE CHALLENGE DCSE.




Other Raitech Scientitic Services Laboratories:
Rt‘kacjj St. Louis MO
SCENTIRC SBIVICES Gray Summit MO

P.O. Box 7548 * Madison, Wisconsin 53707 + 80R/241-4471
A Divigion of R Purina C.

3T LAB NUM3Z2 816C79 FAGE 3

JARISZFT 222-907: LOT 2V2010225

SXIN SzZNSTTIZATION (CCMTINUED)

OSSERVATIONS: THE APPLICATION SITES WERE READ AND SCORED FOR ERYTHEMA ANl
EDEMA AT 24 AND 4€¢ HCURS FOLLOWING EACH APPLICATION ACCORDING TO THE DRI
TECHYITUF.* KAEACTIONS TO THE CHALLENGE DOSE .WERE READ AND SCCRED AT 24
48 ACURS AS WAS DOKE FOLLOWING THE SENSITIZING APPLICATIONS. THE ANIMAI
AzZRE C3SERVED FOR GENERAL BEHAVIOR AND APPEARANCE ONCE DAILY DURING THE
“NTIRZ 5TUDY PERICD. BODY WEIGHTS WERE TAKEN AT STUDY INITIATION AND AT
WETKLY INTERVALS DURING THE STUDY.

PATHOLOGY: AT STUDY TEPMINATION ALL ANIMALS WERE EUTHANATIZED AND DISCARI

SENSITIZATION RATINGS

SEXSITIZATION RATE CLASSIFICATION
10 - 30% WEAK SKIN SENSITIZER
40 - 70% MODERATE SKIN SENSITIZER

80 - 100% STRONG SKIN SENSITIZER '

*DRAIZZ, J.H., 1965, AFPRAISAL OF THE SAFETY OF CHEMICALS IN FOODS, DRUGS
AND CTOSMETICS - DERMAL TOXICITY. ASSOCIATION OF FOOD AND DRUG OFFICIALS
OF THE U.S., TOPEKA, KANSAS, PP. u49-51.




mavng
P.O. Box 7348 ¢  Magison, Wisconsin 53707 * 608/241-4471
A Division of Raiston Puring Company

RT LAE NUM3ER £14073

VARISCET 222-90%: LOT #vzC10225%5

SKIN CSINFITIZATION (CCNTINUED)
TEST ANIMAL: GUINEA TIGS

SOUKCE: DOEAN DAUL, LUNEYBURG,

DATF® ANIYALS RECEIVED: 1/16/81

DATEZ TEZT STARTED: 1/26/81

SUMYXARY OF SKIN HREACTIGONS**

TEST GROUP:

w

I

SENSITIZING PHASE
NINE APPLICATIONS

(0.5 ML)
ANIMAL ERYTHEMA
NUMBER AVE. (HIGH) AV
64100015 0.3 (1) 0.
64100017 0.3 (1) 0.
E41CCG12 0.1 1) 0.
64100019 0.1 1) G.
6410002¢C 0.0 (0) 0.
64100021 0.5 (1) 0.
64100022 0.1 (1) 0.
64100023 0.0 (0) Ce.
64100024 0.6 (2) Coe
6410002¢ 0.6 (2) C.

NAIVE (UNTREATED) CONTROL:

64100026 - -
64100027 - -
64100028 - -
64100029 - -

**THE AVEIRAGCE ERYTHEMA AND EDEMA VALUE
TIONS (SENSITIZING TFEATMENT) OR TWO
OF THE APPLICATION SITE FOR EACH ANIMAL.

EDE¥A
(HIGH)

(0)
(1)
(1)
(1)
(0)
(1)
()
(0)
(1)
(1)

LOT XNO.

Qther Raitech Scientlfic Services Laboratories:
St Louis MO
Gray Summit MO

DATE TEST COMPLETED:

FAGE

3/1/781

4

VARISOFT 222-90% LOT RO. V2010225, 1% W/V
CHALLENGE PHASE

SINGLE APELICATION

(0.5 ML)
ERYTHEMA EDENA
AVE. (HIGH) AVE. (HIG
0.0 (0) 0.0  (0)
0.0  (0)° 0.0  (0)
0.0 (0) 0.0  (0)
0.0 (1) 0.6 (0)
0.0  (0) 0.0 (0)
0.0 (0) 0.0 (0)
0.0  (0) 0.0  (0)
0.0 (0) 0.0  (0)
0.0 (0) 0.0 (0)
0.0  (0) 0.0  (0)
(CHALLENGE DOSE - VARISOFT 222-90%:
¥2010225, 1% W/V)
0.0  (0) 0.0  (0)
0.0 (0) 0.0  (0)
0.0  (0) 0.0  (0)
0.0 - (0), 0.0  (0)

Al

IS THE YEAN SCORE FOR THE 18 OBSERV
OBSERVATIONS (CHALLENGE TREATMENT)

THE HIGH READING IS THE HIGHES
SCORE PRECORDED FOP THE RESPECTIVE ANIMAL DURING THAT PHASE OF THE STUDY.




Other Raitech Scientific Servicss Laboratones:
Raltech t. Louls MO
SCENNRC SEVICES Gray Summit MO

P.O. Box 7545 ¢ Madison, Wiscongin 53707 ¢ S08241-4471
A Division of Raiston Puring Company

2T LAS NT'™3F7% S1€079 PAGE S
(ARIS T 122-5070: L0 5VZG1CZZ5
SKIN CZ9zZ77IZaTICN  (TCLTINUED)

RZSULT

GENEZRAL =2 AVIOR AND AT PEARANCE: LL OF THE GUINEA PIGS USED IN THIS STUIL

PPZARED NORMAL THRCUGHGUT THE STUDY PERIOD. NOKMAL BODY WEIGHT GAINS
« {ZCOmDED FOR ALL ANIMALS DURING THE COURSE OF THE STUDY.

CUND (VAéHcc T 222-307 LOT NO. V2010225, 1% W/V): EIGHT OF THE

TEST CT¥>P
ANIMALS 1'RF UBeEEV?S “ITH SLIGHT TO MODEKATE ERYTHEMA REACTIONS DURING
THE SENS ZING PHASE OF THE S7TU SLIGHT EDEMA REACTIONS WERE EXHIBI1

Y SIX AVIWALS FOLLOWING THE SEVSITIZING APPLICATIONS. TWO ANIMALS

(NOS. 6410002C AND 64100023) DID NOT EXHIBIT ANY ERYTHEMA REACTION ARD
FOUR ANIMALS (NOS. 64100016, 64100020, 64100022 AND 64100023) DID KOT
EXHIBIT ANY EDEMA REACTIONS DURING THE SENSITIZING PHASE OF THE STUDY.

NCNT OF THE ANIMALS IN THE TEST OR NAIVE CONTROL GROUP EXHIBITED EITHER
AN EXILTHEUA OR EDEMA RXESFONSE TO THE TEST MATERIAL FOLLOWIKRG THE:!CHALLENR
APPLICATION WITH 0.5 KL OF R 1.0% W/V MIXTURE OF TEST MATERIAL IN STERII
0.9% ZALINE.

CONCLUSION: THIS TEST NATERIAL IS NCT CONSIDERED A SKIN SENSITIZER IN
GUINER PIGS BY TME CLOSED PATCH TECHNIQUE.




FX] Test Group RT No. Qz\!g 2—'\9 Vehicle

Dermal Sensitization In Guinea Pigs - 3ody Weights

Qﬂixﬁ\_n@est Compound S \\OO'*(q

. W\
Positive Control Group NN Vehicleg—t?\/rﬂe
. Andimal Number
O {E\0- o0~ | o0- | O G 16 (©410O- Teche
OCIo {oO1T |00V |OC\A | 0020 |002) |00Z2 |0023 | nictan Dat
/
YIS NS T 47 | V73 |50/ | 44 | So5| 455 w9 <o |1/,
08 | 455 |80 (535 |0 | 497 | 576 547 A % 2
cag 1520 1581, 1822 |851 1550 |35 |4 | ¥ |wis
6391581 16/0 | 6501552 |62l 1691 6’4 | sw |2/,
7181761 1675 | 702 1608 | 210 | 75¢% 77! NOY [P 5
R - ] =
Animal Number _
dio- 10" ceche
CX}Z‘L 0025 nician Date
19
520 |HF9 | ettt K-T,0n 4909 AR 0| 1/2e
o/ 2 524 Scale Used: < T %yoq | NNl 2/ 2
-7/),'/ C" Zj Scale Used: w3 ';“:G o 4 ;_:).] 3? ,./J'\7 o //.;J
P40 8] | Seatelsed: o 4209 aaadl D3
Q‘Sl 7(oq Scale Used: Pen n 392 Q /\jm Z/Z 3
R Vol | - Scale Used: NS_\_ [ NZA N‘Q

MA - Not Applicable




Dermal Sensitization In Guinea Pigs - Body Weights

[E Test Group ' RT No. 3 (d)‘_’]ﬂ Vehicle( )32 SJ“DQ Test Compoundl_\[/je:fgs‘o{![;é%ggi
] Naive untreated. Cantrol Storig L% wiv)
- ] An_imal Number .’
o0~ [lod\ O - o\ 0= [\ O - Teche
@Zb OO?."\ OO’Z‘S szq nician Date
LIZ)
Jo+ | <97 | S| 45¢ N 9 ol 1/ 2
553|598 |5 SR N NH|Z/2
d 042 [©022 |37 N A9 |19
L9201 7021 69/ | 733 ) N s [2/e
7681702751 | 208 N | o9 [%a
AR ~ ‘ -

Animal Number . ]
\ ' Tech-

’ nician Date
X ‘ / 73L

\ Scale Used: K. 7—;_;on 4/2-0 9 ' , é
\ Scale Used: ° K‘ Tesn '-*%Oﬁ 2/2 .
Seale Gsed: Y TP LBIF vR a/g
N | Sealevset p oo 4209 S| 2/t
\ Scale Used: Pe‘““ 3 : UJQ y& =Y
\ .Scale Used: VAR | =

NA - Not Applicable




DERMAL SENSITIZTION STUDY IN GUINEA PIGS

glﬁ/nai;:gnd Corviro] KT No. EMQQ]&_ venicle Q 4N o \“\.9
‘ . \eri\e

Date Animal Received \\\Lo \&

Source MY{' Nu\ Sex CSZ Challenge Date Am\

™ F
— (x]
= B
Obser~- e :%
Animal No. | Dose? vation Erythema Edema (5 :: !
Period f ;
(M\\ (Hrs) - . /48/
- : NA A NA g7 | 77 |
oozl == Mo o T 1
L8 [ o O 7% | ¥ Sh -
_ 0 0.5 NA NA m | P | g7 '%
( 'o/aYAR! l 26 o o 7P JF | ¥
s | 48 o o 7% 7| )
oo - | 6.5 | NA NA -y | D57 |3
[ 24 ) i A5
002 L 48 - | @) 1 rg') ! )
3(9“"0° 0.5 NA /—74 l; 1ét |
26 ] o) . Jo) | [ ]
Ooqu 48 ~ 0O L o | YW V)
' !
A NA NA ;
24 ! |
48 { '
a - Dosage applied by technician indicated

NA - Not Applicable




DERMAL SENSITIZATION STUDY IN GUINEA PIGS

RT No. 2\“) '9 vehicle(
NA

X] Test Group:

Positive Control Group

Vehicle

1//e/%

Sex ‘i

Date Animal Received

Deon Dauwl

., _ Test

Varisoft 222-

1N€ Materia)lOTNG V20107
Ct % wiv)

Sterile

AR

FoA 5 ozZs5 "

Date Initiated I/Zblg,
Challenge Date &Z l!

NA - Not Applitable

Source
E 2
ot -
Sensi- Obser- 2 i= i
tizing Dosed vation Erythema Edema lg &
Dose No. Period z .
(i) (Rrs) c ag
- 1LOS NA NA TS AR B AT
/ 2 5 ° 7P (g0l /27
48 19) o o | wNl V2
0.5 NA NA wa | onp | NH M
7 24 O D | RN Tan [
48 o O e /30
3 0.5 - NA NA 8a_| 7%2 | #2| V30
24 LO (&) J7 97 | faz
| 48 =) ) 277—?—7 2/,
4 0.5 NA RA " NA T4 ‘j? 24 |
. 24 (@) o HR AR |2
48 /. 0 o NA) ¢ Lo | 210 |
5 0.5 NA NA NA | Wy I [
24 L0 /. 4 AL AR S
L8 .o }.O S0 { solz-b
a - Dosage applied by technician indicated




DERMAL SENSITIZATION STUDY IN GUINEA PIGS

E Test Group:
Positive Control Group

NA

1//6/% !

Dean Da w! Sex Q

Date Animal Received

Vehicle

RT No. %!uf]g VehxcleOIS% SQZ
Seriile

AR

Test
1n€ Material

Varisoft 222-

LOTND, V20107,

(I% wiv)

una{ No ()g)z‘) '

Date Initiaced ’/2(9[8(

Source Challenge Date &Z'llﬁ
¢
. g r
= B
Sensi- Obser- © = ®
tizing Dose? vation Erythema Edema = <
Dose No. Period z
° (m‘) (Hrs): < 19 $/
’ 0.5 NA NA NA | S | S« A
(ﬂ 2% PN O AL | 2 72
48 L O 2 g 7Y UWR | 9/3
7 0.5 NA NA N | 77 ig /4
24 ) Q A EYIT)
%) VAT C | Aol G =~
0.5 - NA NA Na | OSN L3N [QIn
8 24 \ -0 Q 7 1% -1
A %8 /.0 o > 97 | 272 |
q 0.5 NA NA NA | Sw ’5“) af,3
24 @) ) NY ' wn [SE
48 0 "0 SO 5 :So 123
Cha// 0-5 NA NA NA {1? }7? 2 |
Do 24 15} ) w1 Bord %
48 o > = | 2| 5

a =~ Dosage applied by technician indicated
NA - Not Applicable

aamaTﬂ"
D =des me e




DERMAL SENSITIZATION STUDY IN GUINEA PIGS

. _Test Varisoft 222-

g Test Group: RT No.m Vehicle( 1N€ Materia1tOING V20107
Sterle (1% wiv)

Positive Control Group I\/A V.ehi.cle AR A i‘n?fl{oN;. (kzzdl

Date Animal Received ///0/7/ Date Initiated I/szgt

Source Deaﬁ Daal Sex d ’ Challenge Date Z/Z [ §

E |=:
3 3
Sensi- Obser- LE =
tizing Dose? © vation Erythema Edema '_9_ &
Dose No. | Period s
(m ) (Hrs) N F\g'
[ 0.5 NA KA mo | nn | wnll'z
24 )2 o 7y | sw | szf
48 o) ) WN N | V2g |
0-5 NA RA NA MM wil | V28
2 24 o o HR (HNH ] 20
48 o) o S« lSw |30
0.5 _NA NA NA | Y2 | %2 V30
3 2 @) ) TN %
: 48 - 0 P T4 2/,
,_7[ 0.5 NA NA | g 177 | 2
- 24 O =) A R
48 0 Q MR o EV;
5 0.5 N NA _NA HN e |2
24 Q Q0 A9 WIS
48 0 0 S i Se 1 2-
a - Dosage applied by technician indicated

NA - Not Applfcable




Date Animal Received

Dean Daw!

DERMAL SENSITIZATION STUDY IN GUINEA PIGS

XJ Test Group:

Positive Control Group

RT No. %\@"B vehicle()

Vehicle

1//6/F !

Sex Q

AR

Test VariSoft222-
£ MaterialtOING. V20107
Sterie Ct % wiv)

#28%s. no2dd

Date Initiated ’/szgl
Challenge Date 2/27/§&

Source
2 2
Sensi- Obser- o i< L]
tizing Dosed vation Erythema Edema “; <
Dose No. | Period - z
(m!) (Frs) = | s92/
. 0.5 NA NA M| T | SwW f/b
Z} 2% 2.0 . O 1AX) (797 2/2
48 . L0 - 0 2977 unRl2/% |
0.5 NA NA w | @ || Y
/[ 24 o . O 7.0 AN | D] /70
48 N D /- 0 s 2 /2] 2/ 7
0.5 ~ NA NA kA | RN R [
v 2 [ oD WOl Bzl B
48 /. 0P o) 7% | g9 12/3
0.5 NA NA ‘NA | ST l S 3/1\3
q 24 =X o I T =Y/
48 lo® @) S0 | S | 2448
Chailen 0.5 NA NA NA 14 hardk’
D 24 0 o ° |7 [ehe
48 O O 92 | 72| 3/,
a - Dosage applied by technician indicated

NA - Not Applicable

D=LDESTLr 0 177 2770
Co Z/re /i/




Positive Control Group

Date Animal Received

I_JERHAL SENSITIZATION STUDY IN GUINEA PIGS

g Test Group:

Vehicle

1//6/F !

RT NO.M_ Vehxcleolaz SQZ&

Test VariSoft 222-
Haterialw—ml_zQ_z'o

Sterie (1% wiv.
AR A?i‘n?ﬁ{ong L0023

Date Initiated //szg

27/

Source Dean Dﬂul Sex d Challenge Date
S
b= -
Sensi~- Obser- ‘ e~ =
tizing Dose? vation Erythema Edema 'g e
Dose No. (Ml) Period Z
(Hrs) \AB | |
. 0.5 NA NA NA W | oYzt
/ 74 3 o) 777 | s | /21
48, (2] @) NA NN Vg ]
005 NA NA __NA MH Tan |z
2 24 o 1) N1 1Y 29
48 o) o) ) VSw | 1/30
05 . NA NA 8 | 79 7% V30
3 26 = o) T AN T
) 48 ) A<t dBKY/
o 0.5 NA A ‘NA CP; T4 “é
: 2 (=) ) POV
48 ) 0 A L Co | B
5 0.5 NA NA NA | Hm 1w 2/
24 o ) AN a9 | ald
48 ) @) SO S | z2-t0
a - Dosage applied by technician indicated

NA - Not Applicatie




DERMAL SENSITIZATION STUDY IN GUINEA 'PIGS

© Test Varisoft 222-;

g Test Group: RT No.%_\_mﬁ_ vehicleQ 10€ MaterialtOING V20102
Steriie (1% wiv)

Positive Control Group NA Vehicle A/AR A?iﬁi{oﬂo.. QQZ 5

Date Animal Received ///b/f’ Date Initiated //Zblgl

Source Dean Daal Sex Q ) Challenge Date 2/27/8

.
.

-
— Is}
z S
Sensi- Obser- e i
tizing Dose? © vation | Erythema Edema ‘g : !
D No. Period .
e Y- | (mi) (Rrs) - 17193/
. 0-5 NA NA NA Jw | S /¢
0 24 0 O 1AV 7
48 ®) @) 2l lux {a/8
0.5 NA NA va_| ¢ | 57|
7 26 &) [} NN [ S | a7/
48 Q o Co | Col &y
? 0.5 - NA NA wm | W A QL
24 O @2 4 id 2
28 - Ne) ] 772 j =
0'5 NA RA ~NA Sw }ﬁd L3
24 o 0 HH ¢ RH
. 48 (o) (o) S ' S| 2-)
C/ZO//W( 0.5 NA NA NA /(7£ "/',!; 2?
24 0 0 7 28
LDos¢ 48 ) ) 757 _7"57’ 3/
a - Dosage applied by technician indicated

NA - Not Applicable




DERMAL SENSITIZATION STUDY IN GUINEA PIGS

T Varisoft 222-

g] Test Group: RT No. isurlg vehiclel) r'llg,e M:::rialw_MZ?' 7‘/" llo)
Ster /70 wjv

Positive Control Group NA Vehicle A/A Aé!i#a{a}i;. o022 '

1 /l6/5 !

Sex ;i

Date Initiated //Zb@,

Date Animal Received

Deon Dauwl

Source Challenge Date 2/2 [
’
= <
Sensgi- Obser- e !:—.- L]
. a - “ﬁ C.
tizing Dose vation Erythema Edema |=
Dose No. Period =
(ri) (Rrs) M a3
. 1065 N
/ ' NA NA NA | W4 | RN TR0
24 2] 9] 792 g | V21
48 -~ 9 0 HH ‘8Nl Ry |
0.5 NA NA wa | v Duw M2
2— 24 O 0 NH | NA | Y2C
48 Q @) S ,E—d /30
0.5 - NA NA NA 7% | yy2| Y30
3 24 [ S Y g7 | By
48 &) o Tdll {t/ _t/;
< 0.5 NA FA . NA 74 | 77| A
. 24 o = N T
48 @) o) A L Co |
A 0.5 NA NA NA M a4
24 ) o ALK X oS |
L8 0 o) S {1 56 -
a - Dosage applied by technician indicated

NA ~ Not Applicable




DERMAL SENSITIZATION STUDY IN GUINEA PIGS

Test \Varisoff 222-

g] Test Group: RT No.m vehicle() iN€ Materia1lOTNG V201072
Ster'ie (1% wiv)

Positive Control Group ANA Vehicle A/AQ A(h'i.i{ari;.CEQZZ '

Date Animal Received ///b/f/ Date Initiated ’/2(0[_8_[

Source Deon Daul Sex Q | Challenge Date 2/27/8

.
.

® |§ %
- "
= S
Sensi- Obser- - i ®
tizing Dosed vation Erythema Edema 2 &
Dose No. / Period z .
(m1) (Frs) = | yesr
. 0:5 NA NA NA S | S a/p
Ly 2 ) D 1o | 72| a7 ]
48 0 Q 72° \uX 12/%
0.5 NA NA NA Aardi/
7 24 o S NI S0 [, 2
48 o) ®) Go | fa /ey
? 05 _NA NA BTN LAl il ek
24 (@) o) 72 | s
%8 o) Ie) -,{‘r’f 13
0.5 NA NA "NA Sw IS‘J >/,3:
? 24 o) = RH_ww []
48 o) o) S ¢ S0 2418
5’/’4”"/3? 0.5 NA NA NA T2 | 1 241
Losé 24 o ) a4
. 48 [o) o) Y L 4
a - Dosage applied by technician indicated

NA - Not Applicabte




DERMAL SENSITIZATION STUDY IN GUINEA PIGS

. Test Varisoft 222-

[5<] Test Group: RT No. QUANT]  vehiciel 10€ MaterialtOlNG. V20107
Sterie (17 wiv,

Positive Control Group A/A V.ehicle AR Aﬂi{oﬂ;.Cki Z ( '

Date Animal Received ///b/il Date Initiated '/Zblg

Source Dean Daal Sex Q - Challenge Date 271/

n‘ F
= !
= B
Sensi- Obser- lre g
tizing Dosed vation Erythema Tdema '_’-: &
Dose No. (Ml) Period - "z
. (Hes) k-3
/) 0.5 NA NA T O R T AT
24 el 0 7%° | | Y27
48 o o N N | 2
0.5 NA NA T RV Y ‘zm |
Z 24 o ) NH_ | R | Yoo
0.5 _NA NA NA- | 7% 2% | V30 ]
S 24 = S e T A W7,
48 LS o o TdRezd Y/
0.5 NA NA w | wlp 236.;
4 . 24 - o o AN N
48 &) Qo ALTS ‘QQ.,.:?.AL_
5 0.5 NA NA NA | M lgwn Q/lé
24 L) D X ax
48 (O 0 <o | Solz-b |
a - Dosage applied by technician indicated

NA - Not Applicable




DERMAL SENSITIZATION STUDY IN GUINEA PIGS

g Test Group: RT No. %\u)' IS vehicle()

Positive Control Group NA Vehicle

Date Animal Received ///b/fl

Source Deaﬂ Daa / Sex d

 Test Marisoft 222
/1€ MaterialtOINQ V20107,
Servie €t %% wiv)

AR #4448 02/

Date Initiated //Z(Dlgl
Challenge Date M

3 2
5 £
Sensi- Obser- o ug'-
tizing Dose? vation | Erythema Edema 2 &
Dose No. Period s
° (i) (Rrs) R
- 1.0.8 NA NA NA | S | S| 8—/4
Zﬁ 24 Je) 7. O AN | 92| /5
. 48 - 4.0 @) 7Y w2 /X
7 0.5 NA NA NA ¢ | 7 “[7
24 ) Q ACA % =//0
48 LD o ol DI FHy
0.5 _NA NA wa | O N ol
27 h 22 L. o |72 | |3
. 48 o) 792 | <) 13
0.5 NA NA ‘NA | ) ‘S«) 2/,
9 . 24 ) O BN RNR e/
48 O o) b _;sblz-
Chaartngel 0.5 NA NA NA )(/7? g7
oS 24 Q O Z 74
48 o e/ »o7 3/
a - Dosage applied by technician indicated

NA - Not Applicable




DERMAL SENSITIZATION STUDY IN GUINEA PIGS
Test \/a.nsof Y 2%
=] test Group: RT No. QUEOT] Veh“leoﬁ%_SQlﬂf Materia1+0INA V20 10
Serie (1% wiv
Positive Control Group ANA Vehicle AR Aqgi{ No.QQZG_.

Date Animal Received ///b/f/ Date Initiated //Zblg

Source Deaﬁ Daal Sex Q ) Challenge Date &Z"lt

— n
=1 [~
. e [
Sensi- Obser- fo= =
tizing Dosed © vatiom Erythema Edema '§ e
Dose No. Period % .
(mi) (Brs) © a8y
/- 0.5 N u M| Wi | e
24 2 792 | aul /2.1
48 o O NN NN V28
0.5 NA NA ___NA W | Wn \[2®
Z 24 (e} o) A NN 1Y |
48 Qo @) . ' 30
3 0.5 ‘RA - NA NA_| 7%° |yyo | /3
; 24 o) Q ] 1 ey
48 o) o oTdENeTd LY/
4 0.5 NA NA ' NA {/?’ 7l Y%
. 24 ) o HH NN |
a8 o I T
6 0.5 NA NA M| na [ walay
24 @) @) AR
48 Q o] Sl 561 z-t
a - Dosage applied by technician indicated

NA - Not Applicable




DERMAL SENSITIZATION STUDY IN GUINEA PIGS

Varisoft 222
g Test Group: RT No. glul IS Vehiclel) 'o' ;:::,ialwr'mo{_?gmg
Serie (1% wiv

Positive Control Group NA Vehicle A/R Aé’i.#a{aﬂ:.( 14220'

Date Animal Received ///0/7/ Date Initiaced I/Z(ng
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DERMAL SENSITIZATION STUDY IN GUINEA PIGS

Var: 222-
5] Test Group: RT No.m Veh:.cleoaz SQZ ;:::rial%‘a‘smogfglzoz
Stervie (/% wiv)

Positive Control Group A/;Q Vehicle A/ﬂ A%.?l{ No ngg 2
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DERMAL SENSITIZATION STUDY IN GUINEA PIGS

V .
X} Test Group: RT No,m Veh’-CleOSz S: ’ ;:::rial%ls%f 2‘25

Sterle C'% wilv
Positive Control Group NA Vehicle /R A’iﬁ{au;. C)Q/i |
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.
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DERMAL SENSITIZATION STUDY IN GUINEA PIGS

T Var: Z
g] Test Group: RT No.m Vehxcleoa% SQZQQM:::riaﬂ%;'mso{fZQg
Sreriie (1% wiv
@ Positive Control Group MNA Vehicle A/A A{(xi oN;. Qaé_z_l
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o
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DERMAL SENSITIZATION STUBY IN GUINEA PIGS

Vari/soft 222-
[<] Test Group: RT No. QU] vehic1e09% Saline ﬁiiﬁrial&_&@

Steri'ie (1% wiv.
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DERMAL SENSITIZATION STUDY IN GUINEA PIGS

' T Varisoft 222
S5 reec crowp: 1 v, QU] venic1e09% Saline Lot vByiS01 22
Steriie 1% wiv

Positive Control Group )\/A Vehicle A/ A i:{{oN;. oa/ Z‘
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DERMAL SENSITIZATION STUDY IN GUINEA PIGS
Test Vafl'SOff 222
]X] Test Group: RT NO.M Vehxcleo,s Z SM Materialt07NG. V2010
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DERMAL SENSITIZATION STUDY IN GUINEA PIGS
Test \/a.nso/ 7 22
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Date Animal Received

-DERMAL

g Test Group:

Positive Control Group

SENSITIZATION STUDY IN GUINEA PIGS
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A Division of Raiston Puring Company

GULINEA PIG MAXIMIZATION STUDY OF VARISOFT 222
(LOT NO. V2010225)

SPONSOR: SHEREX CHEMICAL COMPANY STUDY NO.
DUBLIN, OH 43017 INITIATION:
' COMPLETION:

REPORTED:

’
SAMPLE: Varisoft 222-90% (Lot No. V2010225)
ENCLOSED: METHOD, PAGE 2 AND 3

SUMMARY, PAGE. 4
RAW DATA APPENDIX

St. Louis MO
Gray Summit MO

-902

816079
1/5/81

1/29/81
2/24/81
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NCY J<7ALBRECHT, BA GARY W. THOMPSON, BS

TECHNICAL SUPERVISOR

HEAD, ACUTE TOXICOLOGY

STUDY DIRECTOR

BY AND FOR RALTECH SCIENTIFIC SERVICES
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HAZLETON RALTECH, INC.

3301 KINSMAN BLVD. ¢ PO . BOX 7545 o MADISON. WISCONSIN 53707 PHONE (608) 2414471 « TLX 260098 HAZRAL MDS

Guinea Pig Maximization. Study
Test Material Varisoft 222-90% (Lot No. V2010225)
Study No. 816079

Sponsor Contractor

] —
Sherex Chemical Company Hazleton Raltech, Inc.
P. 0. Box 646 3301 Kinsman Boulevard
Dublin OH 43017 Madison WI 53704
Principal Investigator Study Director
Robert L. Harrison Gary W. Thompson, BS

Amendment No. 1 to the Report

Reason

The stated volume of the dose was incorrect and the method of application
of the test substance during intradermal injections was not clarified
in the "Method" section of the final report.

Change

The Method section on page 2 of the final report, sentence 2, shoﬁld
be corrected to read:

&

'...one row on each side of the midline as follows: 0.05 ml of
the prepared Freund's Adjuvant Solution 0.05 ml of the 5% aqueous
test solution, and 0.05 ml of the 5% solution of test material
and Freund's Adjuvant Solution."

4ézé%én. §-Y-Fz
Gary W{ Thompsofi, BS Date

Study Director, Acute Toxicology

by and for Hazleton Raltech, Inc.
/dka

A SUBSIDIARY OF HAZLETON LABORATORIES AMERICA. INC




Other Raltech Scientific Services Laboratones:

Rd‘bch St. Louis MO
SCENTIRC SBMCES

Gray Summit MO

P.O.Box 7545 « Madison. Wisconsin 53707 « 808/241.4471
A Division of Rsiston Purins Company

RT LAB NUMBER 816079 PAGE 2
GUINEA PIG MAXIMIZATION

Test Material: Varisoft 222-90% (Lot No. V2010225)

Test Animal: Young adult male guinea pigs were Procured, maintained indi-
vidually in stainless steel cages in temperature and humidity controlled
rooms, provideqd continuous access to Purina Guinea Pig Chow and water and
held for a conditioning period of at least 7 days.

* Test System: Ten male guinea Pigs weighing between 458 and 496 grams were
chosen at random and used for this study. The animals were individually
housed and identified by animal number and ear tag.

Preparation of Test Material: For the intradermal injections the Freund's
Complete Adjuvant Solution was Prepared by adding 5.0 mL of sterile water

for injection in 1.0 mL increments to 5.0 mL of Freund's Adjuvant.

The 5X solution of test material in sterile water was prepared by taking
0.5 gram of Varisoft 222-90% (Lot No. V2010225) and adding sterile water
for injection to a total volume of 10.0 mL.

The 5% solution of test material in Freund's Adjuvant was prepared by
placing 0.5 g of Varisoft 222-90% (Lot No. V2010225) into a 30-mL beaker
and adding sterile water to a Q.S. volume of 5.0 mL. To this, 5.0 mL of
Freund's Adjuvant was added in 1.0 mL increments while stiring.

For the topical induction the Varisoft 222-90% (Lot No. V2010225) was
administered at a concentration of 502 w/v in sterile saline. For the
challenge procedure, the test material was administered at a 1.0% w/v
concentration in sterile saline. :

X

Method: A 4.0 x 6.0 cm area was clipped along the midline over the shoulder
region. Two rows of three-deep intradermal injections (total of 6 injec-
tions) were made within the boundaries of a 2.0 x 4.0 cm area, one row on
each side of the midline as follows: 0.1 mL of the prepared Freund's
Ad juvant Solution, 0.1 mL of a 5% aqueous test solution, and 0.1 mL of a
5% solution of test material and Freund's Adjuvant Solution.

One week after the injections, the same area was clipped and closely
shaved with an electric razor. A 2.0 x 4.0 cm patch of Whatman No. 3
filter paper was saturated with a 50% w/v solution of Varisoft 222-90%
(Lot No. V2010225) and sterile 0.9% saline, placed over the injection
sites, then covered with an overlapping of Blenderm tape and secured by
an overwrap of Elastoplast tape. The dressing remained in place for

48 hours.
Reoorts are submitted to clisnts on & confl basis. No refers: 13 the work, the results or to Raitech Scientific Services in any form
Mw.WMwmmmmum—- written from Reitech Scientific Senices.




Other Raitech Scientitic Services Laboratories:
Raltech St. Louis MO
SCENTAC SEVCES Gray Summit MO

P.O.Box 7845 ¢ Madison, Wisconsin $3707 » 008/241.4471
A Divi ol R Purina Company

RT LAB NUMBER 816079 PAGE 3
GUINEA PIG MAXIMIZATION

Two weeks after topical induction the animals recejved a challenge dose.
The hair was removed from a 5.0 x 5.0 cm area on the flank by clipping
and shaving as before. A 1.0% w/v solution of the test material in
sterile 0.9X saline was applied on a 2.0 x 2.0 cm piece of filter paper
in the same fashion as for topical induction. The patch was sealed to
the flank for 24 hours under a 4.0 cm strip of Blenderm tape. Complete

occlusion was made by an overwrap with Elastoplast tape wound around the
trunk.

Observations: Twenty-four hours following patch removal the test sites were
examined for erythema and edema. The sité&s were examined again at

48 hours after patch removal to detect weak, slowly developing reactions.
The test sites were shaved 3 hours prior to the 24-hour reading. The

reactions were scored according to the following 4-point scale:

0 = no reaction

l = scattered mild redness

2 = moderate and diffuse redness
3 = intense redness and swelling

The important statistic in maximization testing is the frequency of
sensitization, not the intensity.

!
|
i

i basis. No ref nmm.mmupwmwinwm
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Other Raltech Scientific Servicas Laboratories:
m St. Louis MO
sca«mswcg Gray Summit MO

PO Box 7548 Madison, Wisconsin 83707 B08/241.4471
A Division of Rat Punna Company

RT LAB NUMBER 816079 PAGE 4
GUINEA PIG MAXIMIZATION

Test Animal: Albino guinea pigs
Source: Dean Dahl, Luxemburg, Wisconsin
Date Animals Received: 12/23/80

Test Material: Varisoft 222-90% (Lot No. V2010225)
‘

Date Test Started: 1/5/81 Date Test Completed: 1/29/81
Animal Challenge Dose Reactions
Number Sex 24 Hours 48 Hours

64000730 M 0 0
64000731 M 0 0
64000741 M 0 0
€4000746 M 0 0
64000750 M 0 0
64000751 M 0 0
64000752 M 0 0
64000754 M 0 0
64000757 M 0 0
64000759 M 0 0

General Behavior and Appearance:
All of the guinea pigs used in this Study appeared normal throughout the
study period. Normal body weight gains were recorded for all animals
during the course of the s tudy.,

Skin Reactions to Varisoft 222-90% (Lot No. v2010225): Lo
None of the ten guinea pigs exhibited a reaction to the challenge dose at
either the 24 or 48 hour observations.

Conslusion:
Based upon the results obtained, the test material, Varisoft 222-90% (Lot

No. V2010225), is not considered a skin sensitizer.

Reference:
Magnusson, B., MD, and A. Kligman, PhD, MD, Allergic Contact Dermatitis

in the Guinea Pig, Charles C. Thomas, pub., 1970, pp. 113-117.
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Dermal Sensitizatiom In Guinea Pigs - Body Weights
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GUINEA PIC MAXIMIZATTON TEST
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Scoring Code: = Normal, No Reaction

g

L= Scatteved Mild Rednesgg
o = Moderste and Diffuse Rednessg
3 = Intense Redness and Swelling
B B e ay St
REVIEWEIL BY: DATE:




Dermal Sensitizariom in Guinea Pigs - Daily Observarions
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Dermal Sensitizacion in Guinea Pigs -

Daily Observationa
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Dermal Sensitizarion in Guinea Pigs - Daily Observatrions

QI Vehicle 419 Test C’wmpmmd Varisgofe 22z -
Al MO VZ2a102285
Fosmitive Control Group LS Vehicle @»«E@ l@mmm Hoo Jimyp /& Ag—

Tesc Group RT No.Rl/n]9

Anims]. Number

Tech- | 95,
Late

kY

, f/&‘

,
rd

~F St B s T 3 ”“”"‘@’ MF *‘f%”
R

Y

\

é;

- |
N N\ F 7L Vo2 |

N T

Y

A\

W No Visihle Abnormaliries

; Né - Not Applicable
¥ Tes+ animals MoV ede o

oo 3 on LS AN




R " I Other Raitech Scientitic Services Laboratories:
St. Louis MO
SCENTIRC SERVICES Gray Summit MO

P.O. Box 7545 « Madison, Wisconsin 3707 e 608/24 14471
A Division of Raiston Purina Company

SPONSOR:

SAMPLE:

ENCLOSED:

SIGNED:
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COMPLETION: 5/21/81
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SUMMARY, PAGE 4
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RT LAB NUMBER 856938 PAGE 2
GUINEA PIG MAXIMIZATION

Test Material: Varisoft 222-90 Lot #SC49-66A 644750

Test Animal: Young adult male guinea pigs were procured, maintained
individually in stainless steel cages in temperature and humidity
controlled rooms, provided continuous access to Purina Guinea Pig Chow and
water and held for an acclimation period of at least 7 days.

Test System: Ten male guinea pigs weighing between 448 and 500 grams were
chosen at random and used for this study. The animals were individually
housed and identiffed by animal number and ear tag.

Preparation of Test Material: For the intradermal injections the Freund's
Complete Adjuvant Solution was prepared by adding 5 mlL of sterile water
for injection in 1 mL increments to 5 mL of Freund's Adjuvant.

The 52 solution of test material in sterile wvater was prepared by taking
0.25 gram of Varisoft 222-90 Lot #5C49-66A 644750 and adding sterile water
for injection to a total volume of 5.0 ml.

The 5% solution of test material in Freund's Adjuvant was prepared by
mixing 0.25 g of Varisoft 222-90 Lot #8C49-66A 644750 with 2.5 mL of
sterile water and adding 2.5 mL of Freund's Adjuvant in 1.0 mlL increments
to a total volume of 5.0 mL.

For the topical induction and challenge procedures the test material wvas
applied at 252 w/v and 1.0% w/v ‘suspensions in 0.9% saline, respectively.

Method: A 4.0 x 6.0 cm area was clipped along the midline over the shoulder
region. Two rows of three-deep intradermal injections (total of
6 injections) were made within the boundaries of a 2.0 x 4.0 cm area, one
row on each side of the midline as follows: 0.05 mL of the prepared
Freund's Adjuvant Solution, 0.05 mL of g 5% aqueous test solution, and
0.05 mL of a 52 solution of test material and Freund's Adjuvant Solufiom.

One week after the injections, the same area was clipped and closely
shaved with an electric razor. A 2.0 x 4.0 cm patch of Whatman No. 3
filter paper was saturated with a 25% w/v suspension of test material in
0.9% saline, placed over the injection sites, then covered with an
overlapping of Bleaderm tape and secured by an overwrap of Elastoplast
tape. The dressing remained in place for 48 hours.

Two weeks after topical induction the animals received a challenge dose.
The hair was removed from a 5.0 x 5.0 cm area on the flank by clipping and
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shaving as before. A 1.0% w/v suspension of test material in 0.9Z saline
was applied on a 2.0 x 2.0 cm piece of filter pPaper in the same fashion as
for topical induction. The patch was sealed to the flank for 24 hours
under a 4.0 cm strip of Blenderm tape. Complete occlusion was made by an
overwrap with Elastoplast tape wound around the trunk.

Observations: Twenty-four hours following patch removal the test sites were
examined for erythema and edema. The sites were examined again at
48 hours after patch removal to detect weak, slowly developing reactions.
The test sites werfe shaved 3 hours pPrior to the 24 hour reading. The
reactions vere scored according to the following 4-point scale:

® no reaction

=. scattered mild redness

®= moderate and diffuse redness
= intense redness and-swelling

W - o

The important statistic in maximization testing is the frequency of
sensitizaction, not the intensity.
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Test Animal: Albino guinea pigs
Source: Dean Daul, Luxemburg, WI
Date Animals Received: 4/10/81

Test Material: Varisoft 222-90 Lot #SC49-66A 644750

Date Test Started: 4/27/81 Date Test Completed: 5/21/81
Animal 24 Hours 48 Hours
Number Sex Right Right
¥
64100216 M 1 0
64100217 M 0 0
64100218 M 0 0
64100219 M 0 0
64100220 M 0 0
64100221 M 0 0
64100222 M 0 0
64100223 M 1 0
646100224 M 0 0 ‘
64100225 M 0 0

General Behavior and Appearance:
All of the guinea pigs used in this study appeared normal throughout the
study period. Normal body weight gains were recorded for five animals
during the course of the study. Four guinea pigs exhibited a weight loss
and one animal exhibited a slight weight gain at the end of the second
week on test. Normal body weight gains were recorded for these animals at
the one and three week weighings. ;

Skin Reactions to Varisoft 222-90 Lot #SC49-66A 644750:
Two animals (Nos. 64100216 and 64100223) exhibited a sensitization
reaction to the test material at 24 hours following the challenge
application. Both animals had a scattered mild redness of the test site
at 24 hours. Eight guinea pigs did not exhibit any reaction to the '
challenge dose at either the 24 or 48 hour observations.

Conclusion:
Based upon the results obtained, the test material, Varisoft 222-90
Lot #SC49-66A 644750, is considered a skin sensitizer in guinea pigs.
Reference:
Magnusson, B. MD, and A. Kligman, PhD, MD, Allergic Contact Dermatitis in
the Guinea Pig, Charles C. Thomas, pub., 1970, pp. 113-117.
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Test Material: Varisoft 222-90 Lot #5C49-66B 644750

Test Animal: Young adult male guinea pigs were procured, maintained
individually in stainless steel cages in temperature and humidity
controlled rooms, provided continuous access to Purina Guinea Pig Chow and
water and held for an acclimation period of at least 7 days.

Test System: Ten male guinea pigs weighing between 426 and 500 grams were
chosen at random ﬁ?d used for this study. The animals were individually
housed and identifled by animal number and ear cag.

Preparation of Test Material: For the intradermal injections the Freund's
Complete Adjuvant Solution was prepared by adding 5 mL of sterile water
for injection in 1 mL increments to 5 mL of Freund's Adjuvant.

The 52 solution of test material in sterile water was prepared by taking
0.25 gram of Varisoft 222-90 Lot #SC49-66B 644750 and adding sterile water
for injection to a total volume of 5.0 mL.

The 52 solution of test material in Freund's Ad juvant was prepared by
dissolving 0.25 gram of Varisoft 222-90 Lot #8C49-66B 644750 in 2.5 mL of
sterile vater and adding 2.5 wL of Freund's Adjuvant in 1 mL increments to
a total volume of 5.0 mL

For the topical induction and challenge procedures the Varisoft 222-90
Lot #SC49-66B 644750 was applied at 10% w/v and 1.0% w/v suspensions in
0.9% saline, respectively.

Method: A 4.0 x 6.0 cm area was clipped along the midline over the shoulder
region. Two rows of three—deep intradermal injections (total of
6 injections) were made within the boundaries of a 2.0 x 4.0 cm area, one
row on each side of the midline as follows: 0.05 ul of the prepared
Freund's Adjuvant Solution, 0.05 mL of a 5% aqueous test solutionm, and,
0.05 mL of a 5% solution of test material and Freund's Adjuvant Solution.

One week after the injections, the same ares was clipped and closely
shaved with an electric razor. A 2.0 x 4.0 cm patch of Whatman No. 3
filter paper was saturated with a 10% w/v suspension of Varisoft 222-90 in
0.9% saline, placed over the injection sites, then covered with an )
overlapping of Blenderm tape and secured by an overwrap of Elastoplast
tape. The dressing remained in place for 48 hours.

Two weeks after topical induction the animals received a challenge dose.
The hair was removed from a 5.0 x 5.0 cm area on the flank by clipping and
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shaving as before. A 1.0% w/v suspension of test material in 0.9% saline
was applied on a 2.0 x 2.0 cm piece of filter paper in the same fashion as
for topical induction. The patch was sealed to the flank for 24 hours
under a 4.0 cm strip of Blenderm tape. Complete occlusion was made by an
overwrap with Elastoplast tape wound around the trunk.

Observations: Twenty-four hours following patch removal the test sites were
examined for erythema and edema. The sites were examined again at
48 hours after patch removal to detect weak, slowly developing reactions.
The test sites weré shaved 3 hours prior to the 24 hour reading. The
reactions were scored according to the following 4-point scale:

no reaction

scattered mild redness
moderate and diffuse redness
intense redness and- swelling

W~ o
LI I B |

The important statistic in maximization testing is the frequency of
sensitization, not the intensity.
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Test Animal: Albino guinea pigs
Source: Dean Daul, Luxemburg, WI
Date Animals Received: 4/10/81

Test Material: Varisoft 222-9Q Lot #SC49-66B 644750

Date Test Started: 4/27/81 Date Test Completed: 5/21/81
Animf1l 24 Hours 48 Hours
Number Sex Right Right

64100226 M 0 0
64100227 M 1 1
64100228 M 1 0
64100229 M 1 1
64100230 M 1 1
64100231 M 1 0
64100232 M 0 0
64100233 M 0 0
64100234 M 0 0
64100235 M 0 0

General Behavior and Appearance:
All of the guinea pigs used in this study appeared normal throughout the
study period. Normal body weight gains were recorded for seven animals
during the course of the study. One animal (No. 64100234) exhibited a .
body weight loss, one animal showed no gain in body weight and one animal
exhibited a slight body weight gain during the second week on test. These
animals had normal body weight gains during the third week on test.

Skin Reactions to Varisoft 222-90 Lot #SC49-66B 644750: ST
Five animals exhibited a sensitization reaction to the test material
following the challenge application. Each animal reacting to the
challenge dose exhibited a mild redness at 24 hours and three of these
animals continued to show a mild redness at the 48 hour observation. The
other five animals did not exhibit any reaction to the challenge dose at
either the 24 or 48 hour observations.

Conclusion:
Based upon the results obtained, the test material, Varisoft 222-90
Lot #SC49-66B 644750, is considered a skin sensitizer in guinea pigs.

Reference:
Magnusson, B. MD, and A. Kligman, PhD, MD, Allergic Contact Dermatitis in
the Guinea Pig, Charles C. Thomas, pub., 1970, pp. 113-117.
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©vY 750
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Test Material: Varisoft 222-90 Lot #SC49-63B 644750

Test Animal: Young adult male guinea pigs were procured, maintained
individually in stainless steel cages in temperature and humidity
controlled rooms, provided continuous access to Purina Guinea Pig Chow and
water and held for an acclimation period of at least 7 days.

Test System: Ten male guinea pigs weighing between 398 and 500 grams were
chosen at random and used for this study. The animals were individually
housed and identified by animal number and ear tag.

Preparation of Test Material: For the intradermal injections the Freund's
Complete Adjuvant Solution was prepared by adding 5 mL of sterile water
for injection in 1 mL increments to 5 mL of Freund's Adjuvanc.

The 5% solution of test material in sterile water was prepared by taking
0.25 gram of Varisoft 222-90 Lot #SC49-68 644750 and adding sterile water

for injection to a total volume of 5.0 mL.
t

The 5% solution of test material in Freund's Ad juvant was prepared by
mixing 0.25 g of Varisoft 222-90 Lot #SC49-68 644750 in 2.5 ml of sterile
water and adding 2.5 mL of Freund's Adjuvant in 1.0 mL increments to a
total volume of 5.0 mL.

For the topical induction and challenge procedures the Varisoft 222-90
Lot #S5C49-68 644750 was applied at 10% w/v and 1.0% w/v suspensions in
0.9% saline, respectively.

Mechod: A 4.0 x 6.0 cm area was clipped along the midline over the shoulder
region. Two rows of three-deep intradermal injections (total of
6 injections) were made within the boundaries of a 2.0 x 4.0 cm area, one
row on each side of the midline as follows: 0.05 mL of the prepared
Freund's Adjuvant Solution, 0.05 mL of a 5% agqueous test solution, ‘and
0.05 mL of a 5% solution of test material and Freund's Ad juvant Solution.

One week after the injections, the same area was clipped and closely
shaved with an electric razor. A 2.0 x 4.0 cm patch of Whatman No. 3
filter paper was saturated with a 10% w/v suspension of Varisoft 222-90 in
0.9% saline, placed over the injection sites, then covered with an
overlapping 6f Blenderm tape and secured by an overwrap of Elastoplast
tape. The dressing remained in place for 48 hours.

Two weeks after topical induction the animals received a challenge dose.
The hair was removed from a 5.0 x 5.0 cm area on the flank by clipping and
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shaving as before. A 1.0% w/v suspension of test material in 0.9% sgline
was applied on a 2.0 x 2.0 cm piece of filter paper in the same fashion as
for topical induction. The patch was sealed to the flank for 24 hours
under a 4.0 cm strip of Blenderm tape. Complete occlusion was made by an
overwrap with Elastoplast tape wound around the trunk.

Observations: Twenty-four hours following patch removal the test sites were
examined for erythema and edema. The sites were examined again at
48 hours after patch removal to detect weak, slowly developing reactions.
The test sites Yere shaved 3 hours prior to the 24 hour reading. The
reactions were scored according to the following 4-point scale:

no reaction

scattered mild redness
moderate and diffuse redness
intense redness-and swelling

Lo
[ I B B |

The important statistic in maximization testing is the frequency of
sensitization, not the intensity. !

Pathology: Any animal that died during the course of the study was subjected
to a gross necropsy examination and abnormalities recorded. At study
termination all suriving animals were euthanatized and discarded.
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Test Animal: Albino guinea pigs

Source: Dean Daul, Luxemburg, WI

Date Animals Received: 4/10/81

Test Material: Varisoft 222-90 Lot #SC49-68 644750

Date Test Started: 4/27/81 Date Test Completed: 5/21/81

Animal 24 Hours 48 Hours
Number Right Right
—_— —1ghnt —tgnc

w
]
H

64100236
64100237
64100238
64100239
64100240
64100241
64100242
64100243
64100244
64100245
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General Behavior and Appearance:
One animal (No. 64100237) was found dead on 5/9/8l. This animal was
hypoactive and ataxic om 5/8/81. _The only abnormality observed at
necropsy was that the stomach was distended with gas and a reddish~browm
liquid. This death is not considered treatment related. No signs of
sytemic toxicity were observed in any of the remaining nine animals at any
observation period during the study. .

Normal body weight gains were recorded for four animals during the course
of the study. One animal (No. 64100244) exhibited a body weight loss and
four animals showed a slight body weight gain during the second week on
test. Normal body weight gains were recorded for all animals at the-end
of the third week on test.

Skin Reactions to Varisoft 222-90 Lot #SC49-68 644750:
Three animals (Nos. 64100239, 64100242, and 64100243) exhibited a
sensitization reaction to the test material following the challenge
application. Two animals (Nos. 64100239 and 64100243) reacted with a mild
redness at 24 hours and one animal (64100242) exhibited an intense redness
and swelling at 24 hours and a moderate and diffuse redness at 48 hours.
The six remaining animals did not exhibit any reaction to the challenge
dose at either the 24 or 48 hour observations.

Conclusion:
Based upon the results obtained, the test material, Varisoft 222-90
Lot #SC49-68 644750, is considered a skin sensitizer in guinea pigs.

Reference:
Magnusson, B. MD, and A. Kligman, PhD, MD, Allergic Contact Dermatitis in
the Guinea Pig, Charles C. Thomas, pub., 1970, pp. 113-117.
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Test Material: Varisoft 222-90 Lot 1183-K 184-857

Test Animal: Young adult male guinea pigs were procured, maintained
individually in galvanized steel cages in temperature and humidity
controlled rooms, provided continuous access to Purina Guinea Pig Chow and
water and held for an acclimation period of at least 7 days.

Test System: Ten male guinea pigs weighing between 356 and 430 grams were
chosen at randomsand used for this study. The animals were individually
housed and identified by animal number and ear tag.

Preparation of Test Material: For the intradermal injections the Freund's
Complete Adjuvant Solution was prepared by adding 5.0 ml of sterile water
for injection (in 1.0 ml increments) to 5.0 ml of Freund's Adjuvant.

The 5% solution of test material in sterile water was prepared by taking
0.25 gram of Varisoft 222-90 Lot 1183-K 184-857 and adding sterile water
for injection to a total volume of 5.0 ml.

The 5% solution of test material in Freund's Ad juvant was prepared by
dissolving 0.25 gram of Varisoft 222-90 Lot 1183-K 184-857 in 2.5 ml of
sterile water and adding 2.5 ml of Freund's Adjuvant (in 1.0 ml
increments) to a total volume of 5.0 ml

For the topical induction the Varisoft 222-90 Lot 1183-K 184-857 was dosed
at a 20% w/v mixture in sterile 0.9% saline. For the challenge
application the Varisoft 222-90 was dosed at a 0.1X w/v mixture in sterile
0.9% saline.

Method: A 4.0 x 6.0 cm area was clipped along the midline over the shoulder
region. Two rows of three-deep intradermal injections (total of
6 injections) were made within the boundaries of a 2.0 x 4.0 cm arga, one
row on each side of the midline as follows: 0.05 ml of the prepared*' *
Freund's Adjuvant Solution, 0.05 ml of the 52 aqueous test solution, and
0.05 ml of the S% solution of test material in Freund's Adjuvant.

One week after the injections, the same area was clipped and closely
shaved with an electric razor. A 2.0 x 4.0 cm patch of Whatman No. 3
filter paper was saturated with a 20% w/v mixture of Varisoft 222-90 in
sterile 0.9% saline, placed over the injection sites, then covered with an
overlapping of Blenderm tape and secured by an overwrap of Elastoplast
tape. The dressing remained in place for 48 hours.

Two weeks after topical induction the animals received a challenge dose.
The hair was removed from a 5.0 x 5.0 cm area on the flank by clipping and
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shaving as before. A 0.1% w/v suspension of test material in 0.9% saline
was applied on a 2.0 x 2.0 cm piece of filter paper in the same fashion as
for topical induction. The patch was sealed to the flank for 24 hours
under a 4.0 cm strip of Blenderm tape. Complete occlusion was made by an
overwrap with Elastoplast tape wound around the trunk.

Observations: Twenty=-four hours following patch removal the test sites were
examined for erythema and edema. The sites were examined again at
48 hours after pg;ch removal to detect weak, slowly developing reactions.
The test sites were shaved 3 hours prior to the 24 hour reading. The
reactions were scored according to the following 4-point scale:

no reaction

scattered mild redness
moderate and diffuse redness
intense redness and-swelling

W~ O

The important statistic in maximization testing is the frequency of
sensitization, not the intensity.
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Test Animal: Albino guinea pigs
Source: Dean Daul, Luxemburg, WI

Date Animals Received: 7/29/81

Test Material: Varisoft 222-90 Lot 1183-K 184=857

Date Test Started: 8/6/81 Date Test Completed: 8/30/81
’
Animal 24 Hours 48 Hours
Number Sex Right Right
64100448 M 0 0
64100449 M 0 0
64100450 M 0 0
64100451 M 0 0
64100452 M 0 0
64100453 M 0 0
64100454 M 0 0
64100455 M 0 1.0
© 64100456 M 0 0
64100457 M 0 0

General Behavior and Appearance:
All of the guinea pigs used in this study appeared normal throughout the
study period. Normal body weight gains were recorded for all animals
during the course of the study, with the exception of one animal

(No. 64100450) that exhibited a slight weight loss during the second week
on test.

g

Skin Reactions to Varisoft 222-90: Lot 1183-K 184-857 : - ‘o
One animal (No. 64100455) reacted to the challenge dose with a mild
redness at the 48 hour observation. Nine animals did not exhibit any
reaction to the challenge application at either the 24 or 48 hour
observations.

Conclusions:

This test material is not considered a strong skin sensitizer in guinea
pigs.

Reference:
Magnusson, B. MD, and A. Kligman, PhD, MD, Allergic Contact Dermaticis in
the Guinea Pig, Charles C. Thomas, pub., 1970, pp. 113-117.




Test Compound Vd.\"i&& ddad-90 Lot 1IA%-K 184 -85

GUINEA PIG MAXTMIZATION TEST

RT No. 81152 1|

4/0-

pH Result NA Sponsor No. NA
Date Animals Received 1laa|8| Source  DeanDau |
Date of Intradermal Injections 9(@&2’\ Technician __NIX)
Date of Topical Application 8lizlal Technician  £P.
Date of Challenge , 2lan \‘Q\ Technician 5P
1 24 Hours 48 Hours
Animal No., Sex Right Left Right Left
QY4B g o Q
o449 g 0 \ o3 \
0450 2 @) \ o) \
o4 5| 3 ) \ o \
04852 2 o, \ o \
o453 & 0 \ o \
o4y & o \ O \
o45% 3 O \ }.0 \
O & 0 \ o \
0481 & O \ o \
Technician £ \ P \
Recorded By 72 \ £L. \
Date 198 5/ @ 830 \

Scoring Code:

0 = Normal, No Reaction
1l = Scattered Mild Redness

2 = Moderate and Diffuse Redness
3 = Intense Redness and Swelling

REVIEWED BY:

By

DATE: /




Dcru.l Sensitization In Guines Pigs - Body Weights
g Test Group RT No. &']']&] Vehicle _ NA Test Compoundlot lI8%-K |8Y -8
@ Positive Con:rol Group NA Vehicle AIA

Animal Number

Varisor+ 222-90

LH10- | LH10= | 4 1O~ .(p'-llo- LH10-| 410~ |(LY10- | LHIO- rach
o448 [oYY] | o4s0 [ 04d4Sl |odsa o4sy | oHsy O 4S5 n;:i;n Date
1981
411 13891407 | 431|421 | 388| o1 |4x0 | eo. |5/ |
HEO | Y49 | Yol | 5061485 | 433|444 ivuas | e | 8=
9B | Yu7 | dsg| Sib | 503 | 452 | 45k | S0O | 4| s
55bl 58| B4 | 553] 515 | 52 | 5346 A0 N2
__| e —
Animal Number
(410 - LH10- Teche
o456 |04 57 nician | Date
198
| Y)3 3R, | SealeTsediy T 0n HROQ iR, |18/, |
4o | Y| Seale Used: K Tron 4809 :§R 8/ =
47% | HYD| Sealevsed: o go oy 508 Adey [8/20
SO\ Scale Used: KTmn RO A y)
e T LA
_ Scale Used: e
= ——

RA - Not Applicable




Dermal Sensitization in Guinea Pigs - Daily Observations Varisef 222-90:

B reat crowp 2t o. 81153 | venicie __A/A = Tesc CompoundloT |183-K 184-85"7
Positive Control Group NA Vehicle NA Room Ho. D

Animal Number .
oH10-|LH10=| L4 10-| 6410~ 04104 (H10-| 6410|410 | zocn-
o448 | 0449 | oHSo|oHS| |odBaA|o4DS3|oHD Y joqsD| i | Igél
N AN NIV NV INV N NV N9
| N N N N Y VI BV N T T4
if N LN I N | A NN [N | |8]s]
NN TN TN I TN
'}) Bl N | N N AN A A o Bl
VA .4 N N N N v N B 18/t
NI PO N VI AV A VI VI PV I AV l}:ﬁ__%i_}- |
N | N | N N 1 N N N I N | | SN
nol N Nl N N NN | NT @] 84
Al 8) N L N N N/ N W | e 1 3is
N N N N N N N LW el %e
N ) J 1 X A A P RRPORLD
4 4L a2 AZ 2 4L v 47 1k TN
N I N 1 N[N N | N T N | Nl | 819
N_| N N N M N L N s | g/u
N N Moo VoA W K| | 2
NI v TV W v (&~ & lon [pwa
N NN Vol VOV adp | £23

N - No Visible Abnormalities

NA - Not Applicable




Dermal Sensitization in Guinea Pigs - Daily Observations .
Varisof+ aaa-9o:

BL  Test crow = No. 27758 | vahicle __ NA  Test Compound Lot 183-K 184-857
Positive Comtrol Group __NA Vehicle ___NA Room Ho.

Animal Number
10 - uqso—\ - Tech- |
o456 |O4ST aician | Dace
. [198)
N | N \ N2 | 8)lo
N N 1 ep | 8/
N N \ / o0 | 8/3
NEN \ we | 89
N N N s | BID
N A) \ _JR 18/
NIV \ Nat s, |
N | N \ sp 18
N N ¢ 8/14
N | 4/ N\ el s |
N | \ e Fe
J |V | \ PN
A A \ T AR T4
NN N\ 2 | el
N |N \ e | g/7)
RV ) | gly
N [ N\ | ax 22
v | v \| vy | £/23

N = No Visible Abnormalities

NA - Not Applicable




Dermal Sensitizacion in Guinea Pigs - Daily Observations Variso £ a2 290
X Test Group RT No. 877153 | ventcie _ NA Test Compoundist 1183-K 184 -85

Positive Countrol Group NA Vohicle. NA Room No. A
Animal Number ]

LH10- 0 10-| 6410 -{ 10| 4104 +10-| 6410~ (6410 | peun-

0448 |044d | oHBOo|oHSI [odBa 0453|049 (0455 “mblg'&
N1 NI NI N NIV MV W Y
Ml A | | || V] K Ses |
N1 NI N| N[N I|NI| N|NI|¢c!|8he]
A 4L 4/ A/ /1/ 4/ A_/ A/ B 3’;7
A V2 YA Y Y 7 EVA YA AR T
N N A A N i) A LN 7P| 2/
N N_| N N |V Nl | oeR | 8lze

\ ;

\ |
\r\
T~
N
— \\
- <
\¥
.

N - No Visible Abnormalities

NA - Not Applicable




Sensitization in Guinea Pigs - Daily Observations

Varisof+ aaa-9o:

B rest crow = No.B1759 | ventcle _ NA Test Compound Lot 1183-K 184-85"

Positive Control Group NA Vehicle NA Room HNo. zz

Animal Number
LH10- w-uc-\ Teche
OH4S L [OH4 SN aicdian Data
- L |98 )
N[V \| o |32y
AV N\ | € | sks |
N N N\ ep | 8¢ |
R N € | 8/z72
A A N JB | \zz
N nJ \ 7P | ¥a29
N N e | 8[3 |

.//

N\

AN

AN

AV

N - No Visible Abmormalitiaes

NA - Not Applicable




Dose Ranza

DERMAL SENSITIZATION STUDY IN GUINEA PIGS Jarsof 23a -0

. Sterile Test
[z Test Group: RT Yo. 8'[ ZEQ ] Venicle C990 salina Material | 4 R -K 184-8
Lot Fa3-11a-DM-02 .

Date Animal Received '1\) 329 \‘le

Source _Deoanr eia\ Sex __F Dats Initiaced _BJ_QQ.LB )
= |
=
= 1
} - =~ f:ﬁv
Obser- = g T
apimal No. | Dosed vacion Erythema Edema |3 ;: :
Period ‘ .
‘ (mD (Rrs) r‘ H_L
LH410- 10, | Yo NA A NA sE: ?
24 o :
o478 0.5 T a N TUR - 5
(0‘-1/?7‘ O.1% ! 1;: ' ¥A ' NA g 73 'm
] 0 L M g‘a
i oH 738 C.3 | _48 ?5 O (VA _Mﬂm
NA ©_NA |
) |
| | ‘ i
RA NA ! NA :
| 6 i | T4
| 48 —— ) ! !
; . I
| NA VA PR
24 : !
t 48 \_

a = Dosage applied by techuician indicated
NA - Not Applicable
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b Dosa lanze
DERMAL SE§;:IZATION STUDY IN GUINEA PIGS Va,riSo‘F"f' 233-9¢
Sterile Test
Tesr (roup: RT No. B3M153] venicleod% saline Material) oy |18%-K 184~ g

Date Animal Recsived 1 hglg \

Source Tean aisl Sex 2 Dacs Inicisced _B.U.J.al

i 7 |
r = 8 ¥
| Obsar- 4 = iﬂ
animal No. | Dosed vacion Erythems Edema 3 :
10 | (ml) tness - 198i
e ] {. ' ; !
gelll O_%’ ;‘:
— ) . .O l [N ]
- 0% |
T g FR—R—
ol %8
! '
| 0.9 | ¥A
'50‘70 | NA
o411 Mo 's F—5—
| T u
o T —
%8

a =~ Dosage applied by techmician indicatad
NA - Not Applicable




X Test Group:

Kead

AR
CiD

Dose znza

DERMAL SENSITIZATION STUDY IN GUINEA PIGS
Test

Ederile

Varisof+ aad -0~
RT No. Ejj_fiil_Ve‘nicl.eog:le saline Material Lot I85-K 184-85

Date Animal Received ’T[lQ_\B\
Source EZE mi V \ Sex g\ Data Ipitiaced Qlﬂlal
B
= B E
Obser- B e s P
animal No. | Dosed vation Erythema Edema 2
oH10- | (ml) | Periee
0% NA NA
@ — :
281 o5 5 =~
| Q0% | NA YA
| 2
038l | 5.5 —t 45
[ i
 50% | NA NA
028! "5 5 | = 2T
1.0% NA NA
7% :
0581% o5 ET—
| | —~— A YA
\ * 26
48

a = Dosage applied by technician indicated
NA - Not Applicable
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Dosa anzs

D SENSITIZATION STUDY IN GUINEA PIGS Varisoft a22-9c
sreril\e Test

g Test Group: RT No. 517;23] Venicleoq9dg saling Material| ot || 83ZK |Q4-8<

Date Animal Recsived 7//0/8 J

Scurcs | 2A Q;Da MVI I Sex C/S Date Initiated E! 7 ‘ 8

e 5L
' 2 -
i Obser- e g r
animal No. | Dose? nug: Erychems Edema |3 f: :
Peri .
Gyio- | (1) | S C 198

| 20 %% NA . _NA i ¢p ’ ,
AP e e 2

(N 5'Q"70! NA YA ¥A % | 5
| 280 ; % 3.0 ;_5-_""' e R
0.5 | 48 L Z2.S 2. A WE | 219
[ ‘ .
/O NA NA |
26
286 o i ' == i
|
/O Yo NA NA : NA ep, | 8
- . % ] 1.0) Y W
' 38 l OS T 48 fa») - P ) i “ANY K
| o — | A w | '- |
‘ } 24 I S — !
%8 ;

a = Dosage applied by techmician indicacad
NA - Not Applicable




v

Dosa 23c=sse

DERMAL SENSITIZATION STUDY IN GUINEA PIGS Varisof 222 -90:
aterile Test
up: R No. SM75Q ] venicleoQds saling Materiallot [IBFK |34-857
;al Recsived dl ‘Q\B |

MLLI Sex 3\ Date Initiaced 8{ 7 / =Y

0 b |
Obser- 1N Y i“
Dosed vacicn Erychems Edema 3 :’ )
Period )
(m/) (Hes) r‘ /9&
50 ”//Q NA ' NA NA ' l "
. 2% 2.0 ol | 2
0.5 3 = 2. < : ;
N .0%! NA ¥A NA | | |
| - 24 M ’O .
els) ; ) | = !
! '; T
. /0% | NA NA | - A f
i - 2% 1.0 | {} | :
0.5 | “8 1.2 - : ‘
[ 20 o | %u I NA ; w ! l !
{ — & 1 'cQ \ f |
0.5 %8 7.2 - 18 , i
]
| | VA | : |
| 26 T i. |
| %8 R S e |

e applied by technician indicated
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RT LAB NUMBER 877522 PAGE 2
GUINEA PIG MAXIMIZATION

Test Material: Varisoft 222-90 Lot 1184-K 184-857

Test Animal: Young adult male guinea pigs were procured, maintained
individually in galvanized steel cages in temperature and humidity
controlled rooms, provided continuous access to Purina Guinea Pig Chow and
water and held for an acclimation period of at leagt 7 days.

Test System: Ten male guinea pigs weighing between 368 and 428 grams were
chosen at random and used for this study. The animals were individually
housed and identified by animal number and ear tag.

Preparation of Test Material: For the intradermal injections the Freund's
Complete Adjuvant Solution was prepared by adding 5.0 ml of sterile water
for injection (in 1.0 ml increments) to 5.0 ml of Freund's Adjuvant.

The 52 solution of test material in sterile water was prepared by taking
0.25 gram of Varisoft 222-90 Lot 1184-K 184-857 and adding sterile water
for injection to a total volume of 5.0 ml.

The 52 solution of test material in Freund's Adjuvant was prepared by
dissolving 0.25 gram of Varisoft 222-90 Lot 1184-K 184-857 in 2.5 ml of
sterile water and adding 2.5 ml of Freund's Adjuvant (in 1.0 ml
increments) to a total volume of 5.0 ml

For the topical induction the Varisoft 222-90 Lot 1184-K 184-857 was dosed

at a 20% w/v mixture in sterile 0.9% saline. For the challenge
application the Varisoft 222-90 was dosed at a 0.1% w/v mixture in sterile
0.9% saline.

Method: A 4.0 x 6.0 cm area was clipped along the midline over the shoulder
region. Two rows of three-deep intradermal injections (total of
6 injections) were made within the boundaries of a 2.0 x 4.0 cm axea, one
row on each side of the midline as follows: 0.05 ml of the prepared
Freund's Adjuvant Solution, 0.05 ml of the 5% aqueous test solution, and
0.05 ml of the 5% solution of test material in Freund's Adjuvant.

One week after the injections, the same area was clipped and closely
shaved with an electric razor. A 2.0 x 4.0 cm patch of Whatman No. 3
filter paper was saturated with a 20X w/v suspension of Varisoft 222-90 in
sterile 0.92 saline, placed over the injection sites, then covered with an
overlapping of Blenderm tape and secured by an overwrap of Elastoplast
tape. The dressing remained in place for 48 hours.

Two weeks after topical induction the animals received a challenge dose.
The hair was removed from a 5.0 x 5.0 cm area on the flank by clipping and




RT LAB NUMBER 877522 PAGE 3
GUINEA PIG MAXIMIZATION

shaving as before. A 0.1% w/v suspension of test material in 0.9% saline
was applied on a 2.0 x 2.0 cm piece of filter paper in the same fashion as
for topical induction. The patch was sealed to the flank for 24 hours
under a 4.0 cm strip of Blenderm tape. Complete occlusion was made by an
overwrap with Elastoplast tape wound around the trunk.

Observations: Twenty-four hours following patch removal the test sites were
examined for erythema and edema. The sites were examined again at
48 hours after Pptch removal to detect weak, slowly developing reactions.
The test sites were shaved 3 hours prior to the 24 hour reading. The
reactions were scored according to the following 4-point scale:

no reaction

scattered mild redness
moderate and diffuse redness
intense redness and swelling

W N~ O
a8 0N

The important statistic in maximization testing is the frequency of
sensitization, not the intensity. !



RT LAB NUMBER 877522 PAGE 4
GUINEA PIG MAXIMIZATION

Test Animal: Albino guinea pigs
Source: Dean Daul, Luxemburg, WI
Date Animals Received: 7/29/81

Test Material: Varisoft 222-90 Lot 1184-K 184-857

Date Test Started: 8/6/81 Date Test Completed: 8/30/81
¢
Animal 24 Hours 48 Hours
Number Sex Right Right
64100463 M 0 0
64100464 M 0 0
64100465 M 0 0
64100466 M 0 0
64100467 M 0 0
64100468 M 1.0 1.0
64100469 M 0 0 !
64100470 M 0 0
64100471 M 0 0
64100473 M 0 0

General Behavior and Appearance:
One animal (No. 64100463) exhibited diarrhea on study Days 9, 11, 12, and
13 and was observed with a red anal discharge on study Day 10. This
animal was hypoactive and ataxic from Day 9 through Day 13 of the study.
Another animal (No. 64100465) exhibited diarrhea on Day 23 of the study.
Both of these animals appeared normal at all other observation periods.
The remaining eight guinea pigs used in this study appeared normal
throughout the study period. ’ -
With the exception of two animals (Nos. 64100463 and 64100466) that
exhibited a loss in body weight and one animal (No. 64100465) that had a
slight body weight gain at the end of the second week on test, normal body
weight gains were recorded for all animals during the course of the study.

Skin Reactions to Varisoft 222-90: Lot 1184-K 184-857:
One animal (No. 646100468) reacted to the challenge dose with a mild
redness at the 24 and 48 hour observations. Nine animals did not exhibit
any reaction to the challenge application at either the 24 or 48 hour
observations.

Conclusions: :
This test material is not considered a strong skin sensitizer in guinea
pigs.

Reference:
Mangusson, B. MD, and A. Kligman, PhD, MD. Allergic Contact Dermatitis in
the Guinea Pig, Charles C. Thomas, pub., 1970, pp. 113-117.




GUINEA PIG MAXTMIZATION TEST

Test Compound Varisold 223-90 :Lat 118Y-K 184-857RT No. _877533
pH Result NA Spensor No. _NJA |
Date Animals Received "1!;;q \' 81 Source  "Dear Dau |
Date of Intradermal Injections 2o Technician JR.
Date of Topical Application 8!15191 Technician
Date of Challenge 8!;;'1 |84 Technician £Q.
24 Hours 48 Hours
Animal No., Sex Right Left Right Left
LH10- O4LS 2 0 ®
oYY =4 @) \ Q
o4es & o, \ O
cdee & O \ o
0467 J 0 \ o \
oder &1 - /O \ 1O \
o4e3 & o) \ 0 \
od1lo 2| o \ o \
o MA a Q \ o \
o413 & O \ 0 \
Technician £p, \ y ik \
Recorded By ‘/W \ 2o, ‘V
Date ~198] %9 830 W

Scoring Code:

0 = Normal, No Reaction

1l = Scattered Mild Redness

2 = Moderate and Diffuse Redness
3 = Intense Redness and Swelling

REVIEWED BY:

DA
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Dermal Sensitization In Guinea Pigs - Body Weights

. & Test Groux; RT No.

@‘ Positive

Control Group INA Vehicle ALA

varisof 223 -

817333 vVehicie _ NA Test Compound Lot //84-K !84

Animal Number
CHIO- 16410 |HI10- | 410- | (y10-| GY10- eYl0- | LYl0- Teche
0463 | 046 OGS | 0YLL [BHLT | 04968 | 69069 |o4yT0 | ntetan /3‘52
| 381438 1 390 | 388 | 406 | 409 | yoa |47 | e | 84
ST AL I WGGTUYT Y60 [ y1d |475 [ 4at | e | 8/
dio| 501 Y69 | Y444 | “47¢| 430 | s02 | sov £/20
LO6L | 579 | 533 | 552 | 51| 59 533 ;:71/27
}-‘ l
\\\ﬁm
). Animal Number
6H10- |, 10- Teche
o417l | o473 niciam ﬂ’;&
HOD | Yoo | S Ueed oo HS8QOQ R, |8/ |
HRR | G| Sewe e v Ton 4e09 2 &>
‘/9;_ 49 Scale Used: K‘ +eon 4o M £/20
=97 Scala Used: K‘T E,Z?? ’L_Zé |

NA - Not Applicable



Dermal Sensitization in Guinea Pigs - Daily Observations :
varisof+ asa 90!
E Test Group RT No. 87753\ Vehicle NA. Test Compound ot |84 - K (g4 -8
@ Positive Comntrol Group NA Vehicle NA Room No. R

Animal Number

LHIO- 1610~ 14410~ 16410~ [ (410~ [LH10- [LHIO- [LYIO | reen

OHLY [OH6Y [BHLS |ouLL |4l |oueR | O4WY |oyo | Bician :3'5:_'1_
N | N N N N N I N IN W01 2l
v LN LN N LN N N OIN 8/
N N N N N N Al N | se | 85
N IN N A N TN TN TR

M A) o, W, AN oA . ,(l 3/ o
NN NV G T N N AN A BN AT S 777

> IV VR N O R AL N R Ea

N N N LN NI N N N | se | 8%

ENA | N N N Nl N | N N 2] 844y
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NIN I N IN |V VIV NV D gz ]
NIN I NN [NV [V [V (v [y s

—_— . N = No Visible Abnormalities

Not Applicablp
éo.n ma.l has diarrhea arnd abpears
h\*poo:.h ve and ataxia. i

AN AL YYD RED AAL T™ ’
® APPEALS, w%acﬁue; 1a-‘muc.‘§j
@M‘Mo.l oppers h%poa.c.hue. 8)als 1 gp




Dermal Sensitization in Guinea Pigs - Daily Observatious Varisof+ daa- -Go:
E Test Group BT No.S87753Q vVehicle NA Test Compound Lot //QY - ( I1R4-85
@ Positive Control Group NA Vehicle NA Room No. 3R

Animal Number

LH10- [ G4 I10- - Tech-
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N = No Visible Abnormalities
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NA - Not Applicable




Sensitization in Guinea Pigs - Daily Observations . .
X tese Group BT No. §7705Q\Venicle NA. Test Compound |ot ||84-K |84 -8
@ Positive Comtrol Group NA Vehicle NA Room No. R

Animal Number .
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N - No Visible Abnormalities

NA - Not Applicable
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~ Dermal Sensitization in Guinea Pigs - Daily Observations Varisof+ 2aa-90
g Test Group BT No.87752Q vVenicle __NA  Test Compound Lot //QY-k [RY-Q!
@ Positive Control Group NA Vehicle NA Room Ho. _ & .

Animal Number
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DERMAL SENSITIZATION STUDY IN GUINEA PIGS f+ 222
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Sterile Test arise 7

gj Test Group: RT No. 877522 Ivenicle 0.9% sa/inoMaterial [of 1)@ YK IGY-
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|
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a = Dosage applied by techpician indicated
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DERMAL SENSITIZATION STUDY IN GUINEA PIGS \/‘ar'iSo-F‘J' a22a=9C
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Ethoxylated and Imidazolium Quaternary Ammonium Compounds:

Additional Information and Responses to letter dated
February 22, 1993 from Dr. John D. Walker,
Executive Director, TSCA Interagency Testing Committee,
to Dr. Jim T. Hill, Director PIR Program - CSMA in regard to
Data Submissions from QUATS Steering Committee Members
Filed in Response to the 22nd Report of the
TSCA Interagency Testing Committee

v

Attachment 21:

Biodegradability, Varisoft 222
(PEQ 68410-69-5]

-




TENCO NYDRO/AEROSCIENCES, INC., 4921 SOUTH ARCHER AVE.. CHICAGO. ILLINOIS 80832 TELEPHONE 112/582 3430

Test:

4 3/56

LABORATORY REPORT

Biodegradability

Sample:  Varisoft 222

Lab Data:
‘

BOD5 408,000 mg/L BOD20 672,000 mg/L
BOD10 532,000 mg/L BOD30 704,000 mg/L
COD (analytical) 2,290,800 mg/L

COD (theoretical) 2,230,750 mg/L

BODS/COD 0.18 BODZO/COD 0.29
BODIQ/COD 0.23 BODsO/COD 0.31

Reaction Rate Constant 0.12

Results: Based on the above data, we feel Varisoft 222 can be

COD:

|

BOD:

considered biodegradable.

Analytical Procedures:

In determining the biodegradability of Varisoft 222, our
laboratory conducted an Ultimate Oxygen Demand (UOD) study.

The product was aerated for eight (8) weeks with organisms
supplied in settled raw sewage to acclimate them to this R
particular source of food. This was used as our seed material.

In the UOD determinations, aliquots were incubated in the

presence of the seed material at 20°C. Samples were taken ten (10)
consecutive days and also after twenty (20) and thirty (30)

days of incubation. BODs were determined on these samples (see
attached analyses report), plotted against time and a reaction
rate_constant calculated.

Chemical Oxygen Demand is determined by refluxing samples in

50% sulfuric acid solution with potassium dichromate which_i§
the oxidizing agent. The amount of KZCrZO required to oxidize

the sample is the COD. CM%&MMM

Carl Andrews

Director of Laboratory

: WATER AND AIR POLLUTION SPECIALISTS
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